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COVPOSI TONS FOR PROMOTI NG BRAI' N CARDI OVASCULAR HEALTH,

PREVENTI NG AND TREATI NG BRAI N AND CARDI OVASCULAR
WOLGIRDIERE CROSS- REFERENCE [ 0001] Thi s appl i cap€maN2007/001296

clains the benefit of U S. Provisional Application No.

60/ 793,956, filed April 20, 2006, which application is

i ncorporated herein by reference. FIELD OF THE

AP FONS POR PROMANIRE BRAINTYARDICVASSULLAR HEAU THY
P&%W%Rﬁ*u\tlé o\ § ﬁﬁégﬁ\[cﬂ BRAN S&?\l PERRBIOVAsCURAR &ﬁ?SRDERS

ar di ovascu and preventing an reatin
brai n and cardlovascular di sorders, and nore
pa_rti cularly rel ated cmosmmRMcmnd conposi tions for
[0001] nﬁlli Qi né]nnc%: gl%genefﬁlofﬁylPﬁ)Ll'mgﬂl /%gﬁjcatgﬁl@r'ﬁ NoP8aks4, Riea aprit 20, 2006,

treat

,whlchanmwmg@n@waﬂwbmeﬁe@a@es such as Hunti ngton's

di sease, Al zheinmers's di sease, and anyotrophic | ateral
sclerosis, and vaseHLAWORTIHEERYENTHINCh as

[0002] afhte Srrc%ﬁlg’xﬁén%n%c‘x’eﬁted b %ﬂ&ﬁﬁ)ﬁs\éﬁl rﬁb@ﬁ&stfor bRinbtAE @ram and cardlovascular

enS| on, cardi ov SCU ar ases V
heath, G g e BRnE 1 HESUSELEAT A AR oo LT A AP e p etods
and conghost@asiersyainpining blowicirculatangu teain ldﬂ@mmng apdtirehting lsqharsle gffokes

ncurodegéréﬁgf?n @%ease:f)sngehggﬁﬁ&ﬂéton'g @ised! MheifleSERSAS and Bﬁfo'tr i%llﬁal sclerosis,

s o AR D TE B,  pn ie RS  BHE Frsr

cerebrogasailac@vatsesaenopasqular disqasesiyaesintstigvascHe] dﬁgisels:h‘é‘mﬁwyd’ﬁmﬂ‘ﬁ F"Fea*%?f: ocular

vasculat B@asSE ¥ tigherhl VMBI QibbaseS Y&HIRA ischémiCaNadststing theBY | npor t ant
activities in the body Thoughts, nenory, |ogic

deducti on and i mnlltqad ive, and

intell ectual f u%%r@%grne %qgtﬁﬁg{éitult es of the brain
[0003] cRspip glays e gpsh imppian Vi) Adicentral relqfa the body, Being e giorpert of e pengal
nervouskibil todedls i@y isporiint adtigin@listhd todyTBee gasDmdmoni, Peindeductimand

mductlcln%c%tal, Eoﬁﬁ&l}e raﬂt{ ﬁltgl[éctua‘?ﬂgﬁuﬁg Y al%ﬂﬁtfcs of 'tﬂe ﬁllam Quhl)( SBIQJ! Qéa'c&ﬁlﬂs the

tres are contro rain raln

bod's s o SMAIRER (AP SISO AT Y B Nt ST Bt v

physxolpmmivelast arecertdolled Mgbam ehvaregery sngiliyeeellingd the are susceptible to

perman€r befl dd viien PP o\6f lﬂQd Sevsteh sv.@;ﬂfngﬂ%tgﬁ AiMiSrientS Wi as@BanliBhemic
an ischemc stro [0004] St e is the second

stoke. | aadi ng cause of deat h and a significant cause of

[0004] agtteke is H¢ Se@iyl 1bading caiigg of death and o $ighificEhdavse pfiadult disbilitysio thoweyld. Eminent

risk fac{oﬂ‘?l{ciﬂﬁleeclgﬁt’etgﬁﬁlﬁéﬂg éﬁ:ﬂgﬁ i h}&]éﬂ?ﬁd’a&ﬁi‘ $#rdRBis @ WBrupt loss of brain function

erli | oss

s s congfies o eGSR A e etrok Bk ot e sy Ao o cance
classifidgl|imoicio Sejprshtegotias —himwrrbagrand hemie Henuags y@lrsemhf @m of a blood vessel
prescntﬁﬂhktb@anﬁﬁxﬁs@éﬁ@n@@ﬂ\c Raaglotdmi ntotid blalcVith A subRi@htly causing damage to

the brain. ﬁn {hfr%antdhlscp m@vﬂuﬁx@%@e}s«%@ g%)r ot %llljs%nﬁe c H%rggsr c{ajﬂ%tg &.the braﬁl by a

prese
reducth;lroaioﬁl blogkagpepf bleqédlpw tp pergs of thebrain mgé m@ng ae‘b%l“‘?%ﬁ 9?5'16191}% In order

to gain D Hs’é;beﬂmﬁ&é(dn&i{g @mebhmb@@ﬂ&@mg &uykepmmneewm @nidnl mbd®B of cerebral
1schem1§ 8)&) are m%;ieé 1n%ram isc! ennc 1es - giot?’a&: 1s§1rgalgand \ﬁ‘hél ?s!:}neﬁmﬁ F&l%%lqgﬂeﬁxg )}s the

stroke case
result ofa %’W?‘@FF iyplood Hpvagaugsd W@Kisfgeéseafbloml eP1 lRblped PEsss.dhus
affecting the wh@e 82 OMthe doRtEad, fobaNGohbrtiia FHeyYRIY s@MCTHT Gk bigia Byemeans of blood vessel
OCChlSlgl%g de 0Yes subilhs B,Fo%%ésm%&u&@w, lgadxﬂftg R6&re HRELRES: AR blood
anlsrrs un ying stro ere are generally two
flowto haP®¥® nodel s of cerebral ischemia that are enpl oyed
[0005] | Folllwing darchral dsbhemdahestaintil escbral tidod Ba ((GCBE: drenybdovalieh of epaizdl values in

the mfa&c%&mm @gmn%ose#aal to lh§ st@ @m;e'msio@ &mm&s wﬁes aglu@sewcsax@m Bwers
de Crea V\{ cause |

l.0 d

adenosiyerigfipsp ? Alq"é?a‘ivf}f "8‘8&“815 §§‘§'H’F°8“s°ﬁ‘%°8 o ?‘F%ss%s amﬁ“W b ol%
channels thafjare ATPxieptrident rodisrepted yausﬁg@ébrpemb@eerﬁenﬂaazaaqwcewse@ma} fa&“fe of the
cell, refuftifid in OF adildBorldF @ktiitoB)aniil adid(eftotdl cin) hanaB@@isminerchsomibsOBxcessive

by natural causes such as thronbosis or enbolism

| eading to severe restriction or total blockage of

bl ood flow to the bENFIRMBHEN COBY| owi ng cerebral

i schem a, the regional cerebral blood flow (rCBF)

drops bel ow 10% of control values in




10

15

20

25

30

35

40

the infarct core (the region proximal to the site of
occlusion). Insufficient supplies of glucose and
wo@agamerower s adenosi ne-tri phosphate (ATP) | eR€l/€N200d/001296
seriously conprom ses netabolic processes that require
energy I on channels that are ATP dependent are
ted causing cell nenpbrane depol ari zati on causi ng ‘
iy S 1 e 2 e o & BF PHaPcL Gt aF ARl mount oty
to neurgps The quplesref &i!itanwecactivad;s the glnamaterecepas whidh@xisds the byeingaf foyf Phannels that

pem@%ﬂﬁ&’é&ﬁfuﬁx@&§ Weﬁt&r% c&lmﬁﬁng pgt)ésgﬁﬁl’o'n%’ 5 AR g{e Qetllo r y

[0006] fﬁh{] I?dﬂ ut anat e are rel ease
sy g‘g f ﬂ"' ?ﬁ%?g ﬁ@@wts af ﬂéf’ bR e 15RRPISH P ischemia athey alm rﬁlf AP
production, firswadisal roduTtie, coutroldf eroptaiic cqill dertteaswrtlbas atitilimcaltias hdma@tasis.
MitoclBhdih 84784 Rigé ﬁﬂa@x@tt@zfnﬁss‘eﬁénﬁrh H?n@égir esﬁlgﬂa @%c@l%@z{}%lﬂ%ﬂ {anwglgiﬂeedrunder
roraf ARG el o B PR b sy o o
and atfiisy for calc@@GovPurise blsiveorsalondr ehomistroviishlcine guriagsOs Mo

[0007)t IVBtodhbHAWill Bdgln sécﬁe?s@ﬂ@%@mﬁcﬁnt hl%ﬁthi@m é’alcﬁlﬁl \tvlt}&)éarﬂh&yr i opening of the

mitockfit ple “g‘sﬁ%“%?ﬁ’@ PR B AEE g |N8’i§°f& BT s e fomer

mitochendrig mgEyrHiGTa toaﬂslll@s (R cagengasellapse ofitieFanitachbndrrewitt begimsiqhegtering
signifidant qRANES of Cdinin, Whith diDMEN Gl opdMAE BF theﬁlﬁtbél@rﬂhzh b@nﬁéablﬁzr;nblﬁdﬁ‘ (MPT)

pore oﬂeﬁnﬁe@kﬂﬂng %e%%gre ot %Luts% i am CtocR %ﬂm& %n% ogen ions (H™

sequast
clectogl Pl Epfit PR Bpingian Ew?ﬁnerpmw@e enmenAfifn pafojpmf gcouples oxidative
phosphorgiatioin prsnlidog ¢ al benst. of dokdtivie B@gﬁﬁbd&fbm@\ﬁﬁﬂﬁcﬁ@% wéltaSéhanges in

mitochbdafidi ﬁ&xﬁéaln% Rhdirfg 3 lé’l&e%l"fa&ﬁ'?s%ﬁi gn ome. c éma]glgxailﬁ gpaptosis inducing

" Iﬁﬁf g#%yla W | egl n_seques ?
actor @ T PpEropsin o Afrap/ 91‘?1 P {’*ngf‘e ongclgase Gy prgposed role
in the igfictiohef carpaswiodspmdini apdptotiehimpa i dutléiyeythdhims b partRipatésMidily in the

activatiBydf SasARE thﬂ@macmﬁ)lo%ﬁﬂfﬁg)nﬁ gss&t% %Eal-g lf)oq n%'{?%es lgf mlubufné proteins

o 0 DR i st N e e
[0008] mtqcmmmmwlm fillowdndgicaechebigthasis siict Medrsy i ATH dofitaitd leads to the
unsatm@tidﬂﬁﬁc&tﬁchﬁﬁle Slfldaféal the t%us"(‘lf‘t'h@ﬁto@l@ ?dl{af b ggxﬁ);y Hfie %gd% 09 decrease

tron

I
in Imtoc%xondnelﬂ gcr%pl tmﬁ n nﬁrél'l-ec%tgﬁeeﬁcge ! i g%/ ]ngi elﬁcalio%transp system results in
autooxidaiiesy of nbisemiguianeand eyorroteiretp forrn suwmn 1) addicate MEpraed @vélOof intracetiular

calciund 26l fn&WﬂROS)Bﬁls @ﬂllé‘ acBVafidalof ﬂ%ﬁﬂﬁa@calvlug e gdn@eps'ion Mtﬂe%r

t
ivoxaRASHERhr o ST e o BR B g i i Cspdon
autoxidgtign of nLQ}ﬁ!’mI@f intha gtrpgeludar mg@nnt syt insthe 1EdRDB) of oulogites tendates a
large fraaﬁon\belkdls (@8 £ HANYHSAsla ResdHl Sxilﬁth/@ R Esiehes Qlﬁrtclm&aﬂ%dla‘n&%f cellular

oo BRI b ERRR B SR e B o s
causes dafiage o cfulst omppnests sucnesmm eiclabyrelyenrdoriddite agds, iGyhidi the double
bonds withiol memigkaesatidveRESa0 ﬁnblﬁﬁﬁlm@erﬁdix@ RORHELL KnSHnGis ] ligid ﬂeﬁﬁdatmn Furthermore,

free radicﬁga‘.’ég Eésﬁ)(@r ngcflelcﬁaéﬁp &S h Qo%ﬁ‘clje%%cld St ol rEm on I’(l’? Rr?j %1?5 a}u{]

rome c p at es
iy g b@%bmﬁefa%‘p‘a‘&@él d ioptal sl ooy aidn o

inflammaigng gitcaltitre ovaddai, e tinage ODNA BBREISES sty uig@das dpbptdslm Ohe tumour
suppresslaf ;53§ 9&%&5&%‘&@%}1&%%55@%‘4 é NG \I\%i ctuéﬁ‘ cefl 0 d & %ncst, DNA repair and

OS] S

t
ooty e Vs e ool T e iy PEERPEL e Uy BT b
anastoma$stf@m ngighbeting aaitemss@lhleﬂiﬂaoc@ow derchsago 20 0% Jf thAddrmd osti@sk, cells

are electhéhﬂfjéileﬂt, Qnd;hﬂh BSiahib h ﬁtv 108 oﬂﬁetaﬁ&ﬁtc %Wc'questaﬁmy%§ Few"ﬂgurst ﬂ%us

rpon, &R g blYEaTh S8R RRIRT B AR PRA OB Sy e Lieron,

InflarmAtory RROCESSE arn%erpdfﬁl@m@%e@né@eddhmh ef nral teskeoreais. al

[0009) agve mpnnat@reanswoyedwtentmm&uluteSscheﬂuoahﬂkeom hodulaprGch, in

hich thl 3¢k e

il S R T B Bl 2 Bl PR L e
also intensify ROS | evel s by the activation of
phosphol i pase, while the conversion of xanthine or
hypoxani hi ne and nol ecul ar oxygen generates hydrogen
perOX|de and oxygen radlcals and ur ea. In addition,

"
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tree radicals al so destroy nucleic acids, such as

deoxyri bonucl eic acid (DNA), peroxidation of proteins
wae@7aathohydr at es, bl ood brain barrier break-BOWN200d/001296

mcroglial infiltration in the ischemc territory. In

addltl on to inflammati on and cal ci um overl oad, the
gers apoptosi s,

with (n32 Ochemlc ) ﬁ%ﬁ%om dative.stress tri g

i e e inyjashemicnesongl dareage, D ftegsssary ppayiigment for either
of thesgappragheais the exstsnna sifurtotionidiyidantigad big @iablednfl pudniiaig satvegebbloaiysms. She time
windov?foF $fedtive @Merft RPRS shm RS iign%ach,l whiléH § o g{r‘g@&?ﬂ 3r the  cellular

SS sever eI anage I schem a pen
oo, G5 T e o BT B, ROk eies e e chemic
core (whestby hdyeong dirgwiditytag o feerls of wgpmmonbleabdbeffdsm dfidhEin f@Esing the
blocka@@f Biddd é@;%’ filfl betntk%bl@ﬁﬁ'z{igg 'lhe 15185 ‘ﬁb\tv bbgﬁ’ﬁhe cﬁ%tzallat‘t?ﬁﬁtﬁ@oefore c llg eeé?me
pena BB e g Al ST S0 B AR LT
theraplqs s teefhesapputieyvipdeyw isgeqlangad éa seterd] Boupsrans] bosagse thisloga danberdsfined by
functionhbiéBroifiagiganolalifes) @ﬁﬁiex& reopérsidaibebre BRRHBR lilhmaR S’cﬂ{e%ﬂe&ct 0

penumﬁ& %q{ell ahﬂ&eﬁ }'leu%{)]rbtfcmée a n??gl%éé) % Flff%gg %i%?i%{e}‘e gglt?glggh ?ealgcg e could

help prfvg@gg]lcvmﬁéccm?rb\schgmp esil é@a@gngs e abripI9Firekd 30: H#86-h8Y). As such, many
current heuBIOREIN stritbgicd Bavé Beer EEdkaA B@nﬁblc&flo(s &Kt@rc abl& @ %te%ﬁe%ﬁl Qﬂoptotlc

mechmﬁﬂlpﬂ\%‘ﬁ!ﬁumﬂx{\vw&%% legg] {ehs%ﬁme {?F gl}ow ener ?pSrgglﬁ apomésljoetg%j{ place.

S“G““?Sﬁb‘%ﬁ W?ﬁt@ﬁfsé?@F@e%mwewewmﬂmﬁ%mmasemma@
showedifliatthe nuelsn PTYT-medidtesl dUENAick exicabelDp ATUNEBR G ce@é] en mdu:ator of the

nmnber%%&ﬁfﬁ@éeﬂs s %Hﬁc&?(ﬁﬁﬁgck hew Dﬁl% P]E&(’ Jgérg% hgslg A VI ag vatlgred%m%in

(TAT) " g ence unct | ona ['e an
S S i It Tt Gt D o iep PR Ao h -
apoptotis fuplequie BolexLi shevat armhsllanuai; redvation @ cergia nfardieywhih@minagea| ar

mtraperﬁ&@ﬁl%ﬁd%ngmbllnﬁnsieﬁt 1sl:l§mﬁfAnLt|‘rY@[? Gl ag&%glﬁ; &t%g tsgrg Yin tarl? ?th?ltor of

o C sSpec] a
caspasegrpaongkf <icll Pnp f a ﬁ%@mg 20@3 Bioghemn. {’lﬁ@p@b |6@ 1;,643 1649).
[0010) {Lgpsgjen; B kmwnbm;s U. %lmhlé ndng Comar® rdcablvd USIFyodnad Drog\sdntliis@ation (FDA)
approvaSiM 995. I Te RS ok rlow® Sibbk bf afthyRAMERE it oS %Qgélegm axﬁ%ﬁgzwfe&g? RE- gcpudc
AngIl rEc%ﬁJr J‘E‘r gxf\tﬁlgﬁ%% trlztgxbl%e gse{l %onre grlstl ntgetrﬁrgh zbcingo ck a‘? W‘@W which
provideg &ﬁeéte qoel PT@WG-IP%MLWWQMW@@M& QiGNAT) e ATRReNd of many
tissues aﬂﬂﬁﬁg@mssc@audnlkﬁet@i hffg b ﬂ)ﬁ(ﬂumeﬁ E}@atek Bk he REY %@H?Jr Bhad the AT,

or stro
recep torq% er api es as ?rﬁg '%mé @d \Rfl Jﬁ 3869“.%%%? B the prpin which
playsa %‘l@\?’é?‘&l“ r%ﬁwsblmareﬁere ens@@d bincs. Bredbprafeimcolydedae@éplonetAiyl are
Ang IT tfpui D @tepONAN TR) endrARf Teygé ngcemcdmm; kt@Sng aﬁh&ftédlh&h of 34%. ATIR and

AT2R h£v§ @i%[nfll%ﬂsﬂugﬁlonp anqbuhgnlé l%Y]’I%FJ EA’I‘?I& %g’lfld D nagglﬁ o%oél{a{] aqyys and brain

rnl:em c penu
stem, wlg VTR ]éic(ﬁlﬁﬁ‘ﬂﬂ'aéqd nﬁfwfqa@p@srﬁld speois rain gfem pslei. The majority of actions ascribed
to Ang Im trgloicdlyieNTeR linclndisgvasheon@rintionglaldosrbrphe Pile@d SeHal s@ium reabsorptlon and

cardmva@hllxﬁ&!e?{og’k G 8&@% )S{l%dlai g gg@ 1R AS&'SJH \’@ng’%ganccgn'&lﬁ Ipfs 1réﬂr?{mnat10n by

means 051{@3&0%%% tgior 9l o< artion et el oHesHpHpreged g well a
generatiqmf expaeh & rqdvals. Al these afifkcte pliyor rolelih duié esaiR mibietehits TR AR bBérhsnd, the

function Uﬁ@f@ﬁ ﬁ'le‘émuld%ntedq &uﬂﬂ%\ﬁmﬁﬁlﬁﬂ? Erﬁm@éTcP 11 hlﬁ‘é{'glluﬁloe l;ngc%late vasoii(llatlon

1958 0pt 0SI’S
sl s TR e o B s g e
also be lmyedef)@ﬁéqtﬁ ofAHaRees wall ashinhibiting Qtluprollﬁratmn and indlhmrigtonessponses (Schiffrin,
2002 Ani. DMedil 130m9-2u8f1 showed that the number of TdT-nediated

onis A0S AL TR R0kt e Bl e
also knovlrx}_:ﬁ FJB@?,SR’ a ﬂzwglytﬁag@tﬂmé @gq}ved higqglayots THabeck, 2008 §hile alteplase is able to
restore bifpdzflow zepiilyvibet doug haboatmiadmifistAh)withid Sik Bolirs Rfied byRiplof sttaxlihai_‘ad DR%& to a
rise in mﬁd‘cﬁéﬁﬁimﬁmﬁé FHncRe AR RhhAAE L&Hlalnén{ £l a%'&&l? et Y- ccéflﬁié%r}elat d to
pr ot ei ns cont ai ning the antiapoptotic ol ecu Cl - XL,
showed a substantial reduedion in cerebral infarction
when admi nistered intraperitoneally follow ng focal
transi ent ischem a. Another anti-apoptotic protein,
SurV| Vi n, an |nh| bltor of caspase-1, prormt es cell

NN PN PN

_I:L_.._L: ~ s . o,
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receptor (Lacy et al., 2003). Ang Il is the main
ef fector peptide of the rennin-angiotensin systemin
wo b@7hesifnr whi ch plays a crucial role in regul B€T/AY2007/001296

bl ood pressure and fluid bal ance. The G protein

coupl ed receptors of Ang Il are Ang Il type 1 receptor

(ATIR) and Ang Il type 2 receptor (AT2R), sharing a
increaspd martalgsyjstii entredfieighromifolySizwith alteplar (Ganchakbramd fraviey 3@03 dhims & Carflipvage. Drugs
3.g7-9fjunctions and distributions in the brain. ATIR is

predom nant in the hypothal anus and brain stem

whereas AT2R i s ComTf P%eﬁ#h aI amus and
%@CIfIC brai n stem nucl el orlt of actions
[0012] 5 Shepppepraignversionpreyideq noge @%’&P’H{kéﬂmﬂ ylettlﬂ%ﬁwﬁﬁlﬁace‘i"ﬁ% PrIgFaRgytical

use in MAMMA PRSdrabiyad 4 diagn, al dost erone rel ease renal sodi um

[0013] r ﬁ.%ﬁéa‘&ﬁe&t Joxgﬁbm?&g mg@[ng 1?)% psrge}y in ucM a g E%pr treating
brain da?rd%ﬂ%ﬁ%mwﬁowseﬁ%ﬁv hsslg“éedéfew\?mwsam of

Rhodiota@dsta, mmw@nmmmgﬁshxgmsmmumlcﬂmmoﬁg iPfeferablly, tilervoragosition
compng:E Q\MaJ]B heéal ﬁ{gédiem?séle %m@g% cQJsm&}?éXﬂﬁGmJﬂ fodca, bﬁ.ﬁgo%ﬁl,ﬁ ‘Panax

ese, ef In acute Isc
“°t°g“l5‘??é r'ﬂ‘ AU BT Pe M°1\‘% B’i‘iﬁmbl{” ﬂ‘é CYRRPARAOT CPPEES ?%‘ fogga (root),
Ginkgo|bileba (1998 Ranatetoginesde (@i andiligusticom chufnxidTARizpmy). & pdvdingion of these

herbal ﬁgrédlemt@ nfyf ﬁve%ﬂ{agaﬁcl effhis o ahah@owsaaaﬁihdoﬁlhia@rammj RevbfRbER 8Gtment
Il C

o men g 5 iR Pl APl 3\5@5@5&3@%@&%& e gnppdepeneaive disass
(e.8., Hortingtgrisidistase, Aehpingis'sdisehse aidpupdtpphit literal edefosig)tand ofcul A ARERses sush as

arteriosé¥8tbdis, @8Bgehtivblieltt tﬁlllﬁthE@deﬂsmﬁ) bbb LA s QRs, 3G rovRE ANFREOT Y

ol GERBNRSS LR bbs B bt e iy i
penpheaéw a1 diseasesriedpherl isgfiemic idiseases, gndiths likd. ThiveRyeevmpesitipns gande used as

pharmaGeRRA) or nikBEutidsIs @ rondinSdchdid biaif RealthomiifieiSHE Ok aug gREN
“e“‘°‘°§’|r°‘?5“d%§“°fa9d1¥°§ﬂfb?48<91?9d £lots (Habeck, 2002). \ile

restore blood flow rapidly, the
[0014] dé@&ewctpﬁhwe@mrmds% cempasitions. preforsbls fox proraqting capffoyasqular health, and
preventfiy Bife iy GitdakdsculabdidastsS Ttlshia kaRdds@odihdt kR comPosition otherw1se described

herein fo@Jﬁﬁ@b%rh@JIm HF}HB h[eﬂgt%ﬁ S;{ﬂﬁed?o? Dz %&c%t__:lyns reli]a?ed to pr nio%ug d

-0cclusions re

Cafd’wfsail% bsalldn Jhejcopbipation of Peﬁbals'{‘an@manr?vsdéd hepeingay happ SypREETtip effods on
promoting blbnd airduisiidndvaike heduapabigikn @ rehtndntabiheart and (M3c1a\dReasds. or disorders such as
arteriosEHFbuE AV AR scleldhi@ IS yetmmtar g@o&m%%ﬁ%ﬂ@%eﬁﬁ%&me@&

The re ent i nvention provides novel
pharma{ el B Bl EfF HO Citsion rmaphoe Qe o
healthy bainy et otigaparts f @ mammadim tadyi torelkich cipeuiafierofiiddog isiprovidednuman.
[0013] In one aspect, conpositions are provided,

preferably for pmmomTw@mme preventing or

o1 | B Bl b B B R B o o
to the smgextpns psjifrpachdtividepbpiblisntion piorgtend applisatinr yies specifiehis andigiyiinally indicated
to be intuploR@H BysemEnce.and Li gusti cum chuanxi ong. Preferably,

the conposition conprises at |east 3 herbal

ngredient's s gk BESGPTONUE SHOMARRRS St ng of

[0016] L”][}@ B@/?ll f%ﬂqr:]e? gfﬁlggwwlgwge set,%gllh @n 2 Pan 7o) ng) ztipg%lgerc]lsclgxms Abetter
understgdinpddhictidatorns mo siganiage of tﬁpceshnnhxanmmwae t(btaom Yy refi@niodag) the following
detalleﬁedcfﬁkﬁﬁl thdt ?e@sfﬁ)r&h MR elMRbiRER SRGh the BRdidles oftRAnvention are utilized.
0017) Lllﬁ%“ gﬁum anmg)ﬁgﬁ{a{shl zome). A conbi nation of

(0017 | AR rsbnzg RYERFE nay have synergistic effects
[0018] Griguesr25hass neveplosicad ssarexdf Vet Batd on in t he brain,

[0019] i@ shdwe infaddt voluine aff Wistntratof menory | oss, pr event ion or

[(0020] tfrla@etaws hﬁm&&%&a&a@s%@mm;y@a feaﬁ ?meﬁls i e MUSRis Water

neur o enerative di seases I ngton's
NwmTﬁ*?@ﬂ§@””ﬁf8ﬂ@ﬁﬂ€?§m§’d|sease and anyotrophlc | at er a
scl erosis) and vascul ar di geases such as
arteriosclerosis, congestive heart failure,
hypert ensi on, car di ovascul ar di seases, cerebrovascul ar
dlseases renovascular dlseases nesenterlc vascular
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(0014] Anot her aspect of the invention provides

conpositions, preferably for pronoting cardi ovascul ar
whealtie7and preventing or treating cardi ovascBCHCN2007/001296

di seases. It shall be understood that each comnposition

ot herw se described herein for pronnting brain health

oG b SR Pl 000 b R e e
comps@ftdmllmﬂmh@aﬁm@f grimey dpaldy thrergndewhs lower shaplingxhi ghe simbretatéyi on daydy

[OOZZf1 @Yg%re%)éﬁb% ﬂé %htﬁatlgrt ;x ﬁ'&&ﬁ& gra.{f) (ﬁbﬂm&aﬁ gad%e?&v(ést %nean svtvlm distance on
or reat nen

hear t reventi on 0
cay 2 e e e sl B° B0 s et P oo . This et
was nggpoteon dayél er osi s and at herosclerosis. In yet another

[0023E 'R 7RIS the EddRudtoy £Rtate Qo@@%ﬁﬂﬁdhﬁ E&e&ﬁf@wﬁl@faéﬁ Bkhp@&d to other
armaceuticals or nutraceuticals for pronoting

tr'a"’ﬁmglllgﬁre 3l bl ood circul ation thr oughout the body,
(0024} veiete iclioihse Eprdatipn A treatod gipun swametaarq distenes inyokpdour prppredl toginkgo and
11ngzhaanmmgﬁf&hﬂoﬁmnabmd\yemuegxml ch CI rcul ati on of bl ood is

e L LW —

gmgk%aﬁébr}gm Uk injgensrakel gropps Pmtﬁsm*ﬁéerﬁm Fe & (omsA ip @wesl@w@eretheplatfom
was ofigiglydeaed.)ext ent as if each individual publication or

o 4 BRI Ak B b o

C"mp"ﬁé P E9P-OF THE DRAW NGS [0016] The novel features
[0027]ofFigutad1 showsaletFommlatime-teatd ghaapst(¥50 wadtSbOmpaE/ tayLdid sor dfedf thie Fed blood

cenco{un@on@%gg@gu&mht%ﬂ Abetter under st andi ng of the
at ur e the present jnvention w

08 R B e H0h R ST e bmogii

count epepaeditpdtheoteatrioatgrogret s forth il lustrative enbodi nents,
[0029] i il £dhorbsiR: FR¥muldtdn Elh@&ed%f'ou]ig aﬁ)rdgﬁlgl%f didR AL Mew/ c!:dntzxﬁ Qood

1 shows nortality raté of Wstar rats.
Comp%egg)}%%smﬂ”g{j?eg‘ ASeMws neur ol ogi cal scores of Wstar
[00301RZigure 14 HomsdeFmingiorAJeatsh eran (2 0hgkeiday) didinotrafiect)ICH it dryblood
compafeatoshes[naﬂﬂa@s}emﬁbgblrpg 4 shows the Formulation A-treated

[0031]V\2{gur q ows X ul%o)n ésirg%%go;;%gﬂs{in gﬁ?@t 7 g(aqy)g] cbr!o[] a?fecmr £eim%tocn't
C°“““§P‘Ei’{ﬁ§“{‘t9‘@%]mﬂﬁltg9% 5 shows the Fornul ati on A-treated
[0032]9 Fiztkp 14 shOR MR Flaghiieoy A-tRAM ghd® (150 WRISEOmPR Sy RBLRPSrect the platelst count

compaleﬁ{o%ﬁg%cagr%ﬁpé&ﬁg to all other treatnment groups on day

ower than lingzhi and sinvastatin on
[0033] ) Figurs 17 sheyes she Forpplgfipn &-tisatedigroms C10me/k sidswid nat afephMRY finblogd esphpared
to the shmoanp vehcB@rogysk g/ day) had the | owest nean swi m di stance

(0034]0 !ﬁlgﬁ}@lls s%ov&é %ﬁ*@xﬁﬁﬁuoh Q- éx@#d g%ﬁ‘éfoér%‘k&{lé?ﬁuﬂﬁ{jaﬂ‘é@ﬁm{/ gx%%[ad ogmpared

n tin and v € groups on
to the d?é‘th gf"‘%as not noted on day 5. [0023] Figure 7
[0035] s Figuus 1% shawvs e Formhiatton drrcated groqa (56 Chmgikpdayp di hdd e itie @ovel aGOT in blood
compaBE R BhdnYerch}y mfaster conpared to other treat rrent

grou 0024 ure 8 shows the Fornmul ati
00361 gt sy s ravie e 1o e R A s et
creaunhlemglom@gmpamdcb othertgatinent gevgls. S| i ght |y nore than the
[0037]V Bigir& 2 186h Vs OMPFortuBidol tr&Gied Bﬁas S(ﬁ‘{i@y@m&l%aﬁ Q3 L tlevel of

- t ro 00 /k day spent a longer time in
amylasAmtbrogﬁcm% gareq torowgr tfegtm n%

npa Ko and lingzhi but in general
WO:‘”aFW@PdM"@Wé‘th@f llﬂ?fﬁﬂlalar time in zone 4. (Zone 4 is
[0039]t Riguré B3ghaws medtlityeatd d@vispt @bihor m was original ly | ocated.)

100403 ﬁg&@h SE(L“Q }{%ag‘ct 19 Jﬁ%&é\!@sﬁeﬂ ?ff Rl ij#L ation A-treated group

ect e white bl ood cell

[0041] %‘E‘H? ?WW@SS%W&F‘M&” [0027] Figure 11
[0042] sﬁm%ts}lmvs Haenmmloaxtal gpre for SHRowrbie aftegstroeps (250 and

[0043] 5@@3@17&&/“@ Y )leu@iogiczﬁ] Qbre f'&f ﬁvﬁﬁi strﬁih' Sitef fﬁgce.b | ood
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cell count conpared to other treatnent groups. [0028]
Figure 12 shows the Formul ation A-treated groups (250
war@7520my/ kg/ day) did not affect the henogl obP@T/cy2007/001296
conpared to other treatnent groups [0029] Figure 13
shows the Formul ation A-treated group (250ng/ kg/ day)
did not affect MCV count in Iood co ared to the sham
[0044] 5 Figurg 28 BE gtpigingf the pesgpiof capif iﬁ‘ﬁsrf%f SHR s
[0045]t h@ﬁ@wmdvam@@mﬁgdmeah@ekogwamu@m(tmmﬁfg/sk@{ day) did not
a d
00461 2Efa5E S0 swmﬁsﬁm%g PRI efiRbAplbiiARAP AN

e groups I gure ornmul ati on
l00471Athvréélt5éwsg\h@@prsofé§ $#d 500ny/ kg/ day) did not affect
[0048]t FRurb EIMBh@GE ATE reGPioitind thedfipasro@dudied diogshethe txpegionevet of AT2 receptor.

(004910 g0 325 séonQ lessﬂlggei gmir@m%m‘ﬂ@uﬁen&r or mul ati on

and 500 a did not affect
[0050]¢ ﬁ@“‘f)?%ﬁ ‘lwéfffeétéﬁfr? sPdy efpé %@ {l%‘“‘éat ment groups.

[0051][ Big@8}3BrEhays pxpredsion memsacnh@mmm ation A-treated group
10052)( FREED KB Biebts @hsﬁmaaﬁugaénfﬂ%&pr&a?\{wva of¥a90d conpared to

and v 0034] Figure 18 shows the
Woss]FEigFFﬁ?%ﬂ‘ T e’ﬁrefsf”g%{’egﬂ& %‘%‘Jﬁ%ﬁ‘ f®y/ day) did not
[0054] & Figure 85 A\ROWs tha e@bt@ofdtudmlrﬂpm @dhetepressing ly# afAchrldand Bihicg | e
[0055]9 2P $5B sﬁ&@@élxpﬁeksﬁme&‘el FBISN MRl SmdnPeg! at i on

Atre di d ot affect the
(00561 Kigap ?;&feg(ﬁ%f“ F’ﬁ %ﬁagﬁvg@ﬁg‘éﬂ“ %ght"gau?eﬁegr‘gﬁam gr oup.
[0057]] G366 vty the RatpOf Bdhorkyand Bele-x$p cavhyireatricn igrone- t r eat ed
[0058]0 FRLLD $7 s(uﬂﬁ@ﬁa‘i’dﬂ%hﬂ@@f@ﬁfe@t'tﬁﬁb@nt glovgs aIQtistaafafsect the | evel

o r er treatnment
0059 g 8 s bl PR AR EBob S0 | o o
[0060] AF{gpregﬂsgws G o@g@g‘ffgmu@wm@ Plgasfpkeds Wisirpts GF P ¥-F: sham;
W.S+H T harth € Rethenbihncg W/ Véhs @hit16) WOBDQSD): Resgbeanel 250ghWIBEI(500): Rememibrance

s00mgh wg,mgg %“ z&tﬁﬁrg w.L: Qﬁsg%%)gf ﬁa%}b;l Svp%%ﬁlymﬁ% \Asggﬂ{ r%&a{t, 8 g1 wen

°°mpa¥eéi°é(eb<‘ﬁe HWBtar strain. [0040] Figure 24 shows | nf ar ct

[0061] VBlguregd shevs e sifeetof difffrenSidRtmertt srathdexprs@@AdvE] oFATAUR@pt& Tn Wistar rats

(@m=3). 5*3%\’51 Wi Bnbdroa Yt Uéiﬁle@m%&%%@%heﬁ Eom\éﬁxéé ot st gRup) § P08 when
ure 26 shows the neurol ogical score for

compa ?W’é‘i‘ﬁmﬂﬂq@? stroke. [0043] Figure 27 shows the

[0062] n Eignro# lotyve ik cffsctof diffdrat tréthingit o thestkpraasion levbltoBAT2 receptor in SHR (n=3),

[0063]S ;“fg&g 123 six&g i Lffegﬂ o%lffe@engﬁ?éatﬁlm Wﬁhééﬁpré&@ﬂ 18EIReR % mWhﬁar rats (n=3).

061 gt 1 v 13 Pl S s o ot LD B
when cg¥hgired witls tehidlp group[ ‘064 6 wien purpaed J0vehitiogenpi Srid.0f whegempsfred with

vehicldpydupgal | ol Red Bl eachi ng by Hypochl orous Aci d by HOCL

[ re on_of
oossif B e oo S ORIt bt B R EAE Bgrcrp o
p<0. OSGﬂlersqommeé ¢b velrideogsoun it PR whsasemrsrsil with shanygrpup g p<A§5when compared with
vehicld g@upt or . [ 0049] Figure 32B shows expressi on | evel of

[0066] %@u!z 5‘5 owfs l{}le Fljfe 0{“ (T Ecacnt &EU%QIR ort thcoc%gcos ion le q"{ V@X’ﬂ?&%ﬂ\ﬁ" p<0.05

essi on
when cpgpared me‘sciq £rqEp. g"uP@ 03 slsnsqmssd veithyphiclogronp § pEl/Aswhnyporangred with
vehicldgi®@t ment group. [0052] Figure 34A shows effects of

[0067] S Hég!a %dshws H Brrede (Ej.&e?en\.e&(ea{ng\% §‘d t&ﬂ:@r&&&l ]erl of §§§L in Wistar rats (n=3). *

p<0.05 when compared to vehicle group. ¥¥ p<0.01 when compared with vehicle group. § p<0.05 when compared

with vehicle group.

[0068] Figure 47 shows the effect of different treatment on the expression level of Bcl-xL in SHR (n=3). **
p<0.01 when compared with vehicle group. § p<0.05 when compared with vehicle group.

{0069] Figure 48 shows the effect of different treatment on the expression level of Bcl-xS in Wistar rats (n=3). *
p<0.05 when compared to vehicle group, § p<0.05 when compared with vehicle group.
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[ 0053] Figure 34B shows expression |level of Fas in

each treatnent group. [0054] Figure 35A shows the
webdoears7of studi ed drugs on the expression | er€l/C82007/001296

Bcl - xL and Bcl -xS. [0055] Figure 35B shows the

expression level of Bcl-xL in each treatnent group.

0070 | [ ﬁgﬁé% sfdngxE ?ﬁe%Sﬁi rcntv?ﬂsea {hg Ry E?s?oa:fegelggé’c?ﬁ, El—ﬂ?ﬁ\—S)xﬁ <005

when %ﬁa{e@wdﬂ“@ﬂw £ A1 sk CoREAEh e sbiel gronm e dp whep cuppared with
vehicle[gfd@H 8] Fi gure 37 shows infarct volune of different

0071 L Eigid mm,gvs %kéa%fﬁémwugwn ;“m it &Oﬁﬁmfﬁcg%mxﬁs%, ras (),
sho arc eren‘ treatrre H}g)_
100721 &Sl 1 o e o ez SRS REIoD Pl L cand A SER (u-3),

[0073] dFifrirei2alivtys the effett oBHiforegiOMPS:t dftfe@xpression O of AT1W Wisarmats @3, *+

24001 (vﬂﬁgamm v%ﬂngm% M%iﬁﬂé #%J}g:%a#éd ggfggﬂaé e W V)eh

V. W BT : nce
[0074] dg%% flgﬁﬁ@e ofs ewt@eatr@qn}ﬂgélﬁ SXPIRFSIQN leﬂ@ ph .I}Tl i (E"3)-
[0075] | meer 3 alyvs the ¢ike@ pﬂjffewwmﬁc@ﬂ'pﬂh&iprbs&oﬂmmf ENQRU Wistaf rats (n=3), **
p<0.01 RER cgﬁlpax\é@@fﬁl vel&iPAE ?Q; pkdos e o&hﬁreg{vﬂ%m érgl? %é[ko 5 ‘gllél{ &mpared

wnhveéges ows the effect of different treat
p¥&%¥sion | evel of AT2 receptor in Wstar rats (n 3).

[0076) *Fagtpég st ws efivézed Ri¥ipsependuoisiviets anatyked eddauagitted py G@!Mp ﬁﬂlv@ﬁcle group
was set \M’}ﬁﬁm@ @Jﬁﬁﬁ r"@qKW)(i)h *@h@m 9‘ b<OWP when Eoﬁ%mgéﬁ WHERER 0.001,

eh Fi gure ows the e ect
@p<00‘§"fw51gl~°‘ pa @H@‘?ﬁ“@’ﬁﬁﬁ?&% HF Phe expression | evel of AT2
[0077] rl@@@éﬁg}pwq eapdRe¢ IpteRy (n=1Q @88} nl ig shame gb@. shows t he
[0078] eHifuaGl 1s@fgraﬂi(fffa&roﬁl%mttﬁn€astem §s, ON the expr ession | evel

[0079) qflgllﬁ’%%< sa el Wo o%?&ﬁglﬁ-f %ane x rers elcénta&gcﬁ%] % ﬁe”f %{es&?“r}%&é&m&ws (v=3),
(0080 |9 5 g‘BR(b@STﬁCW fipigppoampus ajd.cortep of thetvesin @’éhp ared

[0081] \Higute 60 i3l igpheof SDMALfvity k. hﬂﬁocéﬂﬁﬁﬂanﬂ?&ﬁ&aﬂﬁgbrhﬂ a¥ghicle
[0082) g’i Qi is aQr OQENX\%E% fr&g ren grgus h{?c%) € group.

}‘dﬁ gur e 44 ferent
0953 s Pyt Pﬂédaéwrne@@wwe Fe et oot W st ar
[0084] (Figus 6§ in = Bipph sﬁowﬂlrg&oﬂlﬁty‘ohmmmima iinettcd Quts\RAIGHiR vellicR Widvaridhs
doses Dﬁggcn%nwen conpared wi th sham group. p<0.05 when

0 Wi th vehicle group. [0066J Figure 45 shows
o085] FREREL 8 gpinshe et S ol BFbR okt wilpickiderosious doses
of Remepnpiaece. of FAS in SHR (n=3). * p<0.05 when conpared to

vehi cl e or ouperdePsEsRIPHOS DICHTRYBATIY h vehi ol e
group. p<0.05 when conpare vl\zncl?]h ve ﬁg gtgroup.

[0067] Figure 46 shows the effect of different
[0086] {Thehwaimig e mejpr phrhaf cenigbneoesi sgetemt igsoetrolsofanyBebortaht adtinitiMilisd (Rdughts,

memory,l’ RBdnfivé O 3!)1@r vital ﬂﬁ&l&éal M@lﬁes@&ﬁ%@%té dd %Ei:mtﬁ‘)}l %mgeraﬁ g&s)wmes are

performed bgpralg ce‘ﬂs thelr geglﬂl 1§ \ﬁ pra&xﬂg ¥ e' I C e &)In,b H?v&ev%fram cells are
sensitivecells g St‘%‘if‘é“‘é? P é@ﬁged@ﬂmﬁﬁlﬁwmrwahmumkmg oxygen tukiigutrients.
[0087] expragitgthekiowl@yEind @bp uBSdstadingl oP TR Offrkke medlcmpﬁ@M%l\d physiology

of the br?Mﬂ &l m&&?@a@sro?ﬁyaé%et t'ﬂe i vctr{{or%scoﬁg "6"8 H\g? &élf fgr IH%‘“W\?\&“ promoting

brain heal“hé“"eﬁ‘ e 4 treghing P’é\n élmfdetsibléwmwaum comfyipationypf keabsi catmots.

[0088] - [Tipedsentifiveldivh posiidel ibval\bdwipaitiofisdbr Phakriicadlical d? TitraldRicHR B an animal,

prefe,ablgmgjgg\d to vehicle group, p<0,05 when conpared with
icle rou g{s 070]. Figure 49 shows the effect of

foos3] °P? PeC BpeSLig FEFRCVidt, P fopprevactingiai hoglih) preypntipgqr trsafing

brain dispriersSHR Qmm@“}mn cpradis®) 5i leaak @ herigbingaifeatelsele@edi@hitie|g@ugdotiting of

Rhodiola’rdsed) Skdd bitdvh) @M&%ﬁsre@dan éﬁfﬁ*&hﬁﬂxﬁm rP‘Péf’e‘Pably Qﬁeocorqg)smon

o 80 R D 50 S i A pa
notoginsegg, apsliigugticury phyangiens. Jvireipryfesply th compagition Camp#es Rhodiola rosea (root),
Ginkgo biloba (leaf), Panax notoginseng (toot), and Ligusticam chuanxiong (thizome).

-
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[0072] Figure 51 shows the effect of different
treatnent on the ratio of Bcl-xL and Bcl-xS in SHR
W@ oe3)1246fHD073] Figure 52 shows the effect of dpET/eNewr/001296
treatnment on the expression |evel of ATI in Wstar
rats (n=3). ** p<0.01 when conpared with vehicle

[0090] g%‘}‘ﬁ'fm‘ﬁ gchevre%ﬂ?qo( ﬁ@sg 2086%[ aormpgi %\M%et:ca& h\é§ a dg?efcfl éx?eglfﬂugm for its anti-oxidant
propcrtteﬁ, it Wﬂtgms freetradisalesng he@@gpsswter‘ \pestventypoptgFls. Asvlompdstratedinthe
ExampleQ&1lda)] thddo@bifi@ortuf thesd R allohethednhamesined be tﬁﬁrfoﬁ@{aﬁtﬁﬁcuons Whlch may

promotte ra’%elgéli;? arx]r?gsslg tﬁ{]qp}n?o%@?%%g,%% lgsqo becrease adnyt m{: F’}Pﬁs ?]fnhe constltuent herbs.

W
[0091] o Fdigp Ginjsgeyorgyilts offthe dried ohpidea of Ciml%wﬂelna%e recondisal scav&l@n&)@ect of
Ginkgd/il65A ha3 B&ER dnRdfktritbd U the EicEinSin GoRd iffarc vORASih mick @fteF IMCRO as well as the

delayedSJ%&Xﬁl ﬂ%%ﬂ@%ﬁ‘&@gﬂ%&ﬂpﬁ E&g‘%&gmﬁﬂ% %F&?kg%ﬂ?oba in

gua nt I
Mengoljigrpils, e B Beupprotcobve pyelige ke tjotg sgernowautit § osgprd it
Ginkgochdlohp e okes/dif Kldvoneelycawida (which usmade@ﬁﬁier&ﬁﬂ, kae(@pfe0l, fn anihmyricetin) as
well as cﬁ)ﬁ’es Yguﬁ(gwh% K‘iﬁﬁﬁ) af %015(@9&@: 35 ﬁ&l&l re{ezg)p %Zrl)enﬁa&’dﬂés%as been

aten

an esca C
st B U5 e G nin ity Sl g B
[0092] | Bagisx Rhodidide hﬂonga/tethe Eengd Ry siolap, @ OHBdse etbgubick hds 8s drigingfragelpine plants,

and mcﬁb@ir&g@éf afokiadal c&%&d@&ﬁa{ £ 55t o £ AIAHEniORN Satfeic aCId and
alllca?) S Q'{J{;t{@nﬁ n3)1 0080] Figure 59 1 s

& é%{fa%f'(? @Y Sh R“ﬁ% WepfBRanpus” and cortex of

[0093] ﬁ@dlblp s is(alse-@lled RuG@@RAodiply, gpbicleis §pwerdil antiggingriyto fupi@@idnt with
adaptog@fiit dn¥l bnftidktrédstachiVg. 1 RINGIA RAMRSos@Ho BT ﬁXG&éenI'oGte’ br ai n

(n=3)..: [ r amage

[0?94] ‘b{:ﬁgg%\m {m%%%ﬁ% ?{Flgcgﬁeégl{eloré%s toﬂ?éfantxlg @fmn)elf rdgé\;lﬁ 0211_1 mdq.l 8th% 2 s
microcigeulgtiog gHhedraimsyiphfy alﬂ@f@rembuﬁfomaaanplattql%@g@gamw 9ol ¥iggogitpi{One of the
major ifigre@idSin Riizofh ligdist€ Sthhnxdohgds i:@licRdd, ia SlavdndiH BiRbonEnD P aBbxidant
properiP ality of rats nyocardial infarcted rats treated

w th vehicle or various doses of Renenbrance. [0085]
[0095) Fi‘ﬂg‘lzfrnewmeﬂsélsakngwaws 58 #1s @S Rana Ap1esins g, sentging panaxatriol saponins and
has beenrghoeeto bi I&hroprcnécﬂ‘re ()4 ﬂtévuttﬁg &rebrﬁle(&tne, GhpwgiilAtiny B xprkesBioNdT heat shock

pmtemv(aam @ hsftin R TEARHANES bt bAld-ED DESCRI PTI ON OF
araln Is the major part of

T 086
(0%6] *?Hﬂl?%f’seﬁe@ﬂ?giﬂﬂmwéaé A L EBNCom APy beqpoed i
alcohol zyeater, o1 alcplwlwitir kg theleagixtashe coneawtvatad, and drigth fotselidesuchraslin @ folne of
powderV BicRinayi®B ﬂlﬁb@é 6?19 'oP;ﬁtlemﬁ%b} Wotsin@c?lox?ﬁil&gss aﬁef&@d?;r kho[h@? Eoseg '&got) is

'l "activities are pertorned by
et L effio g e o ghep i i SBIEAFAS: T tinbdor an it
taste. Imzprefgrapleryinbrginguirof thoidwehtion, Rbwiplairgeagroot)Hoayey eoughomn attictioe)rdcsss
twice, e@dh@m§@ﬂ§dlc§lho‘l/§1d Grthl &nl?grd@ﬂoﬁél@tﬁ@ﬁ%ﬂnmtﬁ vﬁ@wg@mgl m&ﬁhated and

circul a |on su | en
AR TN TR RN i
exmcmﬂ*?ﬁf@?”g{“g‘nﬂ‘fi d gofy 'eTF‘rYQU’PVlSﬁ‘ @Wa‘l Poist withdlin W@:‘Plﬁﬁém@'ﬁ@@mm Ina
preferatfdhb @iltyeat oD thO Byeniivh, Halh® ndddgiibeRg @01 isBRAMedWRE BlSohBlfand water. Ligusticom

chuanx131[;og%|'z$n(l"e?ts eﬂg&edlvﬂx @/%&Blrcohgl%%?cgﬁ{rg{)ci %ﬂ% rﬁlHﬂi q)fl{fwnﬁom ?ﬁmwn 190¥vder with

ﬂ“°k°‘15‘r3é¢/’§ﬁlﬂtﬂ?ﬁmsﬁnd treating brain disorders by using
[0097] | ThE Gvicehiiavién of RiRHioIA Bda @ABou0s-95EreT0RBRYE, 30200%, 30 8%, 5D-LIE 80-80746 65-

75%ng%ﬁ%mhe'to&l’@@gt&&ﬁne@{ngggnggs novel conp05|t| ons for

rmaceuti ca In an an

[0098] Thgfo&egtﬁlflgp of fji nggo ﬁﬂﬂlﬂlﬁ abortéé%@]s 4p(?, 703ﬁé; ]<'9§B G | 10 20% w/w based on the
total weipbtppbsdompeitien. ar e provi ded, preferably for pronoting
[0099] bmaboﬂceiit&a&ntohpan%ﬁ%ﬁmﬂgMbo@{ 5-305.S40b 9339, @6-%%3' b0 L6 HAbased on

ﬂwtctalwel&htoptﬂpmpgomon conprises at |east 2 herbal

tected fromthe group consi sting

[00100] e epnesTiizption sd el gustiomm qhugrions if S 1-3¢% A% 35 b fﬁ)g’reh@%, 3delor 3-5%

w/w baskd @Uligtdit WetplE braigeamposigpn. Pr ef er abl y, the conposition
conprises at least 3 herbal ingredients selected from
the group consisting of Rm8diola rosea, G nkgo bil oba,
Panax



10

15

20

25

30

35

40

not ogi nseng, and Li gusticum chuanxi ong. Mre
preferably, the conposition conprises Rhodiola rosea
W@ e@at1246745 nkgo bil oba (| eaf), Panax not ogi nseP@I/CN2007/001296
(root), and Ligusticum chuanxi ong (rhizone).[0090] The
i nventor believes that these four her bal conponents

ch has _a different nechani s or Jts an
010f]  Surhered Emiotiner 96 CompY R EP IR ot @ Rl o S0
85%; @iokep bilab 2 abottd 0-p1%6 Pewat nolginsoneatabant 1089%dmd bigstiuatclagnxiong at about 3-

s%wm%e@ﬁmww ﬁ&gﬂtlg@ompt,mnconbl nat | on of these herbs
oot S8l S e e b SR SRy o
75%; Gigkgpbilaba @pavel ¥ abdes 406 Fauax eotpgintosat @016116%; @ndd.igufticen ehuanxiong (thizoma)

at abot GRS baskR Bh thE R gh oPfEchinpdsiBb. T8 chhiRisGiR 153&9%5#5& 25 Féhulation A in

g dried whole |eaf of Gnkgo biloba. The free
the delsgcélf)ebscavengl ng effect of G nkgo bil oba has been

(00103 éwmlﬁp@@dwm,ﬂhveompeﬂmtS|aemb1nPtr?n sfextepkia ofiRpdinlarpsea (root) at about
50%; Wifltgol Bilbbd (Teav?) £ a,maf;sea ParddgiaGngaedbbut &; hthl&.lgﬂ&icl&y@damdong (thizoma)
at abott 344 W@alsed gl? @1& ﬁ 1ggtr$§th%pd'sﬂ% Al gliqrogl o Jueﬁ ted ﬂFMﬁxﬂaﬁon Bin

USing a very ose a in
ﬂ‘°E"§‘Eﬂl‘iﬁ3‘I"§“ °Ipie exact neur opr ot ect i ve nmechani sm of G nkgo

[00104) i Thedoapdsisionyady ﬁktmwmpnia Wansheh (Salia prlingbizs dt abdual-508, DRGE 2-35%, 3-
30%, pé %, Q k&% &9 WW&I&Q n {h!a @t%ﬁg{%%r&% t)i&%ﬁ 0‘31@&1 %ﬂﬁg éaﬁla %Qo@rtnza may

quercetin, rutl and etin)
S“bsu%Hg“SE\%““t”Wﬁ%mfhﬁE‘l"@Pf@@“(gl nkgol i des A and B), al I
(00105} fThedompleit oraraeiumbly cagins alingialampoi of wate, mofeprgfarbly chuatigiesthan 0.5%

of Wataﬂﬁw @nd%tb@ﬁféfeﬁagy E(Hﬁﬁlﬁyﬁss I@Jmp@f% \fva{té? v@éiEﬂt reduce

ormatlon ct.ivatin
oty Hr i i SR e °W&?‘°€P&%@%%F‘8ﬁ'§§“?%y€ i el
mgredmmmyalhen coah@ltwrwe@ ehykielpgicalighvir pthrrrhmucalb@comtabglcnseréthaom well
knowndh ¢ HESuch e enaBBEe eallingtlBieds 1§ RIGRMRL a@ﬂﬁlétp Y16l @dees, capsules,

G e e L e A U A
mges“we‘?ylanﬂ%l"‘f“!ah‘\fé%?“wb{‘@aﬁ?%choI s and proant hocyani di ns).

[00107] QO BdferiRNEnbbdihant, the iesativie Sorddbsition 13 adntael ifRkAHSHiicd CapRe iitad1EFor oral
admuu’?%h&lhnciuﬁe ﬁshofﬁ \é\ag&:fek‘had@ B}Igglatﬁ,gc{s le aQ E&ﬁt sgale%léﬁ&bf% m;&tof é/é‘la&rhand a

eni c an ress ac
Pl U g BIePBSBRIOA S R 0386?“%%‘1“ PHBE msredgee@ ggfimixture with
filler skoh gtlacbd, Widers budlpas xtarctieg) ardfdhiiurioam Juch &l t4d g Sagnesivin btarkteutid optionally,
stabmz%fs Hﬂﬁ%\lﬁu&% "fd’i1 Braila E‘xﬁ}ug&@cﬂ shotld hé%}{ ggo{f%esP%E FoP &M dabddoR QD

rain
prtef o A 0 15 g PSR Py 00 e i of
extractig{jRbediolaygeeelabewn 583854 Girkdo bilxtat hiogrUl0-31%,; Panaciivtoginsehg 0ot $0-20%;

and ngwﬁ.[c% blﬁax@ﬁhgdat abblut §-|8‘%W‘8beg o&tﬁm% ltnt of’%et od ]?0% )ftlsﬂg% understood

t
o 0l it bl s o Eﬂ@c%vs@sﬁ?%@matenals’émdes
gelatmp'ah aswvatetatiap|bassoppswiesmedetroh mmmwt@mmmet o be

[00108] © oLy, Qlﬁe%ﬂn\/@coﬁ%s@({nl 68 \btaBAlsd Jdﬂhe(b%ﬁéaﬁ)ﬂmxﬁ B Rwentive co;nz:smon

with a (SJOPld exCi) ?1811 OPHOPQIH n?me r%u rsx’%srlmgtgxgﬁ%d p:(}g%is%xﬂ rﬁn gf%heg, c%addmg
suitablpyjugitiatics, }ff g¢5ﬁcduaphtq11@¢blets [oo@gﬁ corRi Spfphld eacipients @y, in irtivRlgyofillers such as
sugars, Bicludib@lactdSg BRxse) infi@l, YSQBIR]; colltithe hlefghtifidnk Sukas Fhtlaihgle GidGe starch,

wheat g%%x, 1?:2 stﬁé}, o@i‘t:otsﬁth %@l&t{} éﬁJn Cc%rth m\éﬁﬁ ge{llulos% c}w@kﬁrg g]g'in{e% cglfulose

trat
sodiungcaqb?%meetg'ff)&(lwqo% angd/gr palyYnéy}paﬁrglfic?ng g’{)ﬂ?)e Ef despgwlwmlgégents may be added,
such asukectenssgjnked palyvinglpyadlilee, g, iovadingg acitl vt salharc@thehar sopime eleisss.

[00109?1’)%&63 101 AYA roaﬁb‘a %tﬂuﬁﬂbfcgéa@@gs (FBIQBE Bumb% EREL AR sﬁgdr Wlufl&s may be

hano concent drl eg
usd, Pl o 3 s S OO RSy R 15 e ol
and/or titapitngdioxide, lagquer setfieonsipd evitahidougdninwhventsof sotvie mixtuyes Tyesofs or pigments
Rhodi ol a rosea (root) may go through an extraction
process twi ce, each tinme with al cohol and water.
G nkgo biloba (leaf) is extfacted with water/al cohol,
concentrated, and dried to yield Iight brownish yell ow
powder with thin odor and bitter taste, Panax
not ogi nseng (root) is al cohol _extract ed ~concentrat ed,

-y
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[0097] The concentration of Rhodiola rosea is about
5-95% 10-90% 30-90% 40-85% 50-85% 60-80% or 65-
wQ s0meas7based on the total weight of the conpPGT/CN2007/001296
[0098] The concentration of G nkgo bil oba is about
5-50% 5-40% 7 35% 10-30% or 10-20% w w based on

he,. .. .
tions of acti
may b %dﬁ%ié%'%‘r lé{\/et’r oo 5““5{}% 1&{&{}{9 ?1“3%??9‘:9 2fmsc{ea %]%%mg?%% ons oLacive
compagadylpges. 7 - 35% 10 30% or 10- 20%vv/w based on the total
[00110YEFoftAt caliminiSEti GO B Fehttv Qofposftiodd hiaPihke T @orf Of tabiumior Bichg@formulated

q{@ cum chuanxiong i s about 1-50% 1-40% 2-35%
mconﬁengcbb}o 118% 3-6% or 3-5% w w based on the total

[001 lq,]ﬁlﬁogqq.pm@paupw 1@gpﬁgggl}eﬂv@ﬁve[cm@m for pse acc?ﬂhgg ta fhe prgsent invention are
convefBEra P abiiveesd in thd i of S FRGSI shrinQifesinBtiah fenpRistrtd jtks afa nebulizer, with the

use Ofg élfi&@%% ‘b%] %ﬂ%@ﬂ&gﬁ%gﬁcﬁ&&ﬂgmé%m@éc{ﬁoro@tré*ﬁgtgethane

10-30% Panax 11 otogl nse
crbry it o Y G FERAPEI o G g R
acrosdbthe @shgomitiniagbetdetbratined yipghitingd valvie ddigerp oetered agmount. (03B G 23d
cartndg& oft . P adelatifi 13 in SITREAIE R Aatod ljﬁ‘a? bSRARARE Lon@iink Spofder mix of the

n of extr cts of diola rosea (root) at
°°mp°éfffb‘fﬂ’ 57"34?52’ PRYI51G% © Psd’ifgse("fséaé"\?)e) at about 10% Panax
(001121t argiheraspeng ofaite inybrdiont a @y ofpreehoting Glaest cirgniptiondimhelbraii is prgvided. The
metho(l Eﬂpﬁ&f‘@&mﬁ&mﬁ?@ H Fna:ﬁn{ﬂ Whd Q%ﬁ)ﬁ@uoﬂ Br t1do8 citchtidh inWRibGi lanyQf the

0S| IS conp [ S desi gnat ed as
mvendof Fp PR SRR o d SRS P LoD e ow [ 00103]
(00113 Ipyget qriother bsppct of s drieniienna meﬁpﬁef Pronie Siin heglth is provided. The method
compris@ddinihaietinglo Ohantal ih Akd & pinotich (86l Kl & efthd ifv@@ivy combositions

descnﬁﬁ’?a%e %{M@Kg@ %ll’ | eave) at about 35% Panax

egl nsen “and Li gusticum chuanxi ong
[00114] pyyed aspther asmct efihs dnvention, W‘iﬂ}%%@@m@ﬁf imgrevipgsReom isargyided. Jhe
methotl FepAéTpandidtéridto a hiihifial QD GF3éstotatidd of pd R 0Bha@@dryasy of the

mvend?ﬁ&iﬁgésﬁ‘n%ﬁs Whcrbed :Bmlehﬁ} ﬁ?&&ﬁﬁls%mﬁ%&&%b% el ow. [00104]

sition ma I se nshen (Salvia
[00113}; In ytif! g aipgﬁt offhe %’6\%’ a Te%%prerew/%t regucgs%a risk of @W})mg brain
disord3-isGRyid8l: B9 metitod Snpdgey\hdntiniragigto omantniabin heed elsuchpregition orfat risk of
develohhgnrﬁﬂ)m%f aw &nhe uspmeqwo&uym doRtidbh oo, |k Midutth % ?Ke@%{y 2 human,

Thotui ot ke ST e PRI 1SS PR TR s

Alzhelalnlsﬂmeasafandm@mphlqmmsmt@lﬁ erably containing | ess than
{00116} 'Iﬁt%r&ént Ml@dh a3y privele Ot or 28813 Rits c&ﬁﬁﬁ@ﬁl@%&tﬂw comy osmon The kit

may eGSR et ion Pl Y Sngedich R O Sl e Sk fpeigne nd
Ligusticyyn ghijdngipredn ¢ anifefim| dysamfomﬁw vesepl t Thekitreay Buther comprigsdisisystion as to how to
use thé{ifdr @Rambtinyg biiail hE@KY Bbatimblol MEvenithd ehhﬁﬁé/& caaiagH destidel abWel such as memory

loss, 1%@9&@@&9 %%dh ngnod{Ygel%%?x?eﬁd‘is%?e %hecu?s[mcho rn%a?r Ee 1?%%31 eg fo

carrirers al
[00117) ﬁaq gt pfi the igventigecomppsition agrtn@gerggm]@ abyowgegbe dﬁgeqlqeg on the subject being

treatedth QB R8s welBPthtlin@Ser oRdRinStaGRASnd thd gkt bfitie pR&tEbing physician. Generally,
howevlg}ytﬂc[ J%pagé clf b m%ﬁ&%&?#og&‘i 'wdﬂ ble ﬁo%&%ll(mg@((%j to %%'Lu]“JB&) négékg/tda , about

0.01 ff@@fg/%m to] 3Byt QPP a&&’&s/dwb%\lt lp'a&ﬂfg@ﬁtto PR B0 pedkgidgepbot @brwsqdax tﬁ about
500 mgkghbhe hientr2e chgbering t abentop mpy/keaday, anabovt Soumg/l@daypesboit 2@nng/kg/day.
Preferé% NhAoREbt i mSARR Whiasiticr AR 26180 ﬁHké’sﬁf’ k8o rngkdg/d%& 3l40 mg/ke/day, or
8.25 27 ni stratl on include push-fit capsules nm

as well as soft, seal ed capsul es nade of
[00118@ & prm(qmnlegfpmhea)remnﬁ@tof briip i@qhemig the breforsed gosgas ef the invgptive composition is
about ﬁ)%@in&/ﬁé 20-6DHy1B) Lbshrs‘o'xrtg/kgaﬁesd#lv@o% 2@8N contain the active
[001 l% ?‘%{f}emmgg, orsq}]c prcvcnq%n ﬁw.l'lorcgdl%'l r&a(r:f}lon (k’[:l),ﬁtgr elfle (% &§Q§L & ?he %%&uve

I can uch

compogitignds a5put Hrddhmeke AY- lé’P @%&eréoﬁ%g&&?ﬁfeu OBipiee  47Y-
stabilizers. Al Formulations for oral adm nistration
shoul dbe i n dosages suitable for such adm nistration.
Preferably, each capsul e cofitai ns about 100-1000 ny,
100- 800 ng, 200-600 ngy, 300-500 nmg of a m xture of
extracts of Rhodiola rosea at about 50-85% G nkgo
bi | oba at about 10-30% Panax notogi nseng at about

A PN N INA 7
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and Ligusticum chuanxi ong at about 3-8% w w based on

the total weight of the conposition. It shall be
wareensteood t hat these and ot her alternate enbpdi/aN2M03/001296

of the invention may include capsul es fornmed of

rrateri al s besides gelatin such as vegetari an based

C es nmade from hydr ox | cel | ul ose.
012§ 33 B e emasian 1 0 SR Mk SRS Bt e b s, fimmastin,
Ramipid d s TRAcand e Blkic e outifipnabdupelemgnt (&g Sinkee dirtgrhj; @reen tea, vitamins) to prevent
or tredt ﬁ’ig@s@ssdné boRiond &Qﬂﬁd %l/é addl@%l? b&&&%‘ stica®PJub1Pi BbHeic stroke,

neuro%wrﬂﬂv% g?sesésﬁ%ﬁmt{ gtoﬁf @%?se 318 é?zﬂe@m%r %{%eg%fsaéxd 9ar(111ovascular diseases such

as ampoypphicilagaral efrosis. f deS| red, to obtain tablets or dragee
cores. Suitable excipients are, in particular, fillers
such as sugars, includi ngxAMBLESSE, Sucrose, mannitol,

EXAleLl? £ FRL& &'Fom&ﬁahhﬁﬂ 8}?&1\%@8@&%{ &J&El E‘éﬁ?cl?nc%ﬁmy fo L

[OOIZH o’lfhgtsgdyﬁag*afeﬁand gxgqs%aﬁeqi]ﬂ\e eﬁfﬁq&?frcggg%tgwﬁlrt Lfcﬁgp}%vgorn A of the present
nventiod ledmphrodte welllgnowroweytem ipyslamd otifel sytistatoed (Bee Mabéed,) irsab dhchgmdc stroke model

; ?qg\;?p ¥ Tusf Y1G40) pol yvi nyl pyrrol i done
e gaém{ffh@ege%{é@%?%f 'r11t egérlat? ng agents may be added,
Methedglody* as t he cross-1inked pol yvinyl pyrrolidone, agar,
[00122)r Foshudprion ACané athetl cobparative drhgs wirh sitintfratgivelly @se dailyohbrtino months to Wistar

rats Tabked lﬁ?ﬁ@dosig@& MEU%DQ %@{e oY ifcRiced byFoclfisidd b sneMAa artery (MCA).

oatin ) r oncentra
Fonnusa[lﬁargg angg}l artu § a‘ﬁre%ﬁlpgvxgg}’o%g%er mE ‘gﬂﬁeﬁg@o% Sﬁ?fr? Btﬁagtllqdyaﬂ 1afs were
scarifigdiydecamitatipn afenmenpyiring the heinedynamisipgrerateys Brpigyandlivierd were collected for further
studie§ ar bopol gel, pol yet hyl ene glycol, and/or titanium
di oxi de, Iacquer sol utions, and sui t abl e organic

sol vents or SphySNh. X} S YSEbGER s P OTENt STRY

be added to t [agee coat|ngs for

i denkregtmentt i on orlto chardlosagei 7o di fferent Number of Rats

conbi ilons-—of—akbtive conmpdund dose TDD1 1_01 Edk

ISMV"A]*(’“Q‘H&OQ.AoJ -t laon k4 :)gm daY-ﬂ- a-chmaci i nnpmu

VAV v v aulll T otrtTapFTr Utrh, ¢ ‘t‘]’l 5 \-llL‘: Vo C A A i oy | 3 y
t a%nﬁu’lbﬁonﬁ' mof—tabtets E L enges OfH-at-et ]}‘.—
COTREI e et emmeT {00554 .44 i

I MNal@RPn,  The TIVENt T Ve kR O USE 1)

accordipififf t0 the |pr ESENt iompke/yl ON ar e| convent enjdy

del i vewed in the form of lmgkg@yOSOl Spfay presenigation

from pressurized packs or a nebulizer, wth the use of
a suitable propellant, e.g., dichlorodifluoromethane,
Momij{ | or of | uor onet hane, di chl or ot et r af | uor oet hane,
9% di oxi de or ot her suitable gas, or from
100125ﬂ ribpBriakify fatef of ghe ratsciitly isghomid sivoke imdifidret teatmbm givipe wera®epaéd. a
ChmcﬂlE@ﬂﬁdﬁbxiﬁﬂﬁheﬂﬂ@ﬁl&imlbéi@la@&ﬁsﬁge unit may be determ ned

o2 A BN A8 B3l S S SRR R s
ISChCHH‘W“F ﬁﬁréheé\‘m‘éf-? procedref The siabyptionsegle i enmfratizadih 280 cont ai ni ng
a powder m x of the conmpound and a suitabl e powder

base such as Tames: Q@eﬁroﬁﬁncaﬂh&fuﬁtl’hn o{n@Qlﬂ&MAab anot her

nrannt i Vsl Inl oad

pPT oot LAY ) \YAvAv ]

@a*} bT ‘ L IIC t IIVCTrl i \JII, u. IIUL_'EVH?“ EO
Tlor cutat |m|@ﬂaféntug@ﬁ-bfarnﬂ—§-pfov—éeé}—4he—n‘e{—hed————. |

CQNPT | 56 FailedaxthddoRTal -l thhadl g TTEM— T TTEed—of

przonot | drip@tandabsa@iientehiiCalldadclidal] conBaldtdiR ciktlind oy A pyiie@by thil 1€

i Bvent i Spapnposhithians cidiser | bed above. The manmal 1s

prtef er ah|sactiye, walkrenly wieB 8itdBld | nyet _anot her _aspect oft he

Ldventid®Peda nethod of promoting brain health is

provi ded. Thenet hod conprises: administering to a
Infarchéalameel Assessmmeed of pronotion of brain health any ofthe
[00125] weeaPJach&e&Q EE%&:I%Q tfﬁ@d%ﬁ h"?@@ 3%9:%@15;1t uﬂ?ﬂiﬂzﬁ&e) dishning, The

anot
corsor3f o BBl e Pl oG Bt R %‘Wsa?? g tick
menory i s provided. The netihod conpri ses:
adm nistering to a mammal in need of restoration or
i mprovenent of menory any of the inventive
conp03|t|ons descrlbed above. The mammal is preferably

o T - F AN/ A A1 e T 1 T oy Y T
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The brain disorder is stroke such as ischem c stroke

or a neurodegenerative di sease such as Huntington's
waoele@eass74 Al zhei mers' s di sease, and anyot r ophi BCT/aN2ral01296

sclerosis. [00116] The present invention al so provides

a kit or assenbly of kits containing the inventive

oskkion. The ki contal n.the co ition, .
coronag gg?s',e a\rm?jl %1?11 f&a{edc‘gﬁt())h Algrp‘gg&fnuugl} at %{ﬁdg% IC &r g() mggigi?eal&y ﬁﬁﬁa gssue would turn
puplegn iejng wie theiiafarsbare guerisiechania lefirivhith wpetaindd exsaiTheinfaret izorngld be
analyzedVoyain bidbd 4R R%B MG Stich DaEd forWirloWsEB44,0.2) A Gonkdried ¥yBMegration to the

me.falrjcrgizréegi%%omg Ise instruction as to how to use the kit

infast pr°o 18R ain health, treating or preventing a

Resul§i sease or condition described above, such as nmenory

[00126]ASS, Fambeth A-tRitédQkoRp (SRG/KHdanEd tﬁﬂ@@ﬁ%ﬁﬂftyldrytfe (20%) after MACO
e . , rinte orm

comp 43 ?e?ﬁé‘?s%ﬁ-&%%ﬂ PR AP A rion

(00124 dri ni Sereplation ditiepted ggopps (30,7nd A00mgke/dagislsm brd fte logpst fglogical score

compagad Iy ogtet treli@inn groips eethecicth ddylafier SCMDATIw BurdSi@Koore ndds less damage of

neumﬂ@ﬁm ?fr‘tglﬁef 2: ﬁ%@loﬁlts&?eg bﬂﬁ zﬁﬂg‘gt he judgment ofthe

AY4
i ng. physi cian.” Gener however, the dosage

rescri ,
V1285 e FPRANAICH AAeRGHAED B SUEA 58 oo it volume compared o

the othexrektapéntl gryupb. (Figudpo) InfutDBmeg ke ey, about 0. 01
Concilhn& 9/ day to about 500 ny/kg/day, about 1 ng/kg/day to

t .60 / kgl da about 10 / kg/ day to about 500
e R L R S R
memotyy cogriifiyeiand §Qer vige! yysialepical pasivitits ouch ashedt ragpnit gépiiatipn. Since all activities are
rforféd® 6hia By, ahek RadOR nt i Saih BBl 068y S kb8, o
e (.’r.abqg,t Gk oo /k%%gfs?@%%h@%@f“mm
oA L e o Ll 0 i L
(00130 The exprrimental tssulthsheri the infarctvelneaftet MIGAQn Blisor 6 dradloeppgs significantly
lower R{FbriiGlation MaRAEd\EOUEQITD ARIIsbonRMe/isg), MR dicAB PR ik OA maq'l reduce the

-6 ..qr..30-50 [ kg. once qr tw a 041
oYty Emifhad i oy 0 R i v
neurolpeicpl 4poEes fhefpUfeireptment Brguppinditaine etk repralagiel foctiqniafier prisabemic arent
AdditianallypfagrinflatianA {S80nekghidy) EhthldPest Gl ratd Gheh Qinpatd 1§ Ginke@ faspirin or the
om0 VAL s 55D ] K L XE Bl
functiop pd blopfqireylationsip s face A angschemicecat compared Wi giplrgaopr 4spitin alone. Good
circulafRaatofblgat arld, nutAGRitd thébrainldrdregithelcohtim@ed hbakiRgr nGiondéths lahd theddfad helps
maintaﬁ!ﬂﬂﬂlcggqﬁpetatngoﬁer&ryftugiicm(.go’ Li ngzhi, green tea,

vitamns preévent or treat diseases and conditions
(00131}, BE wpiptiyREe BBV RGRIPAIS 0] cltsplatoy R die Gaint Hoamlarign A egpbdlp cgyre a
sufficigntssopdrel oxysh allostricnsed oo aagisrebliig habhydieROf S@Soghitied Tui@Gons as well
as miti EAAM cheAEkh O Uarfiagll teBRAR Gn iSRG ANE R HTBLS ifSised bréx.%ﬁﬁﬁel .and

cardi ovascul ar di seases such as amyotrophic aler al

sclerosis. EXAMPLES EXAMPLE 1. Effect of Formulation A
EXAMBRHE 2ffectiof Formelativh @ of tht Prewotdhvention oMendrg: aChnehie §h@p121]
Objectivkd: S st udy eval uated and investigated the effect of

opni.c.treatment of Formul ation A of the present
ors2f Sl oA 4 b PR A i AP bt e memory
impairpgntyeqdel sepprated vvigheshany, Whicle, Fiartydstating Jinghlii (camdarscihedvingang ginkgl eontrol
groupsiodel using Wstar rats with mddle cerebral artery
Methofofs ;:usi on (MCAO . Methodol ogy: [00122] Fornmul ation A
and’ ot her conparative drugs were adninistrated orally
[00133}, e dlogris Wagsr Mage Taslid vislbkno s anmgl rygdeldeyelogeh fostudythe learning phility iy
animald, W@ uekd ageingthe akivhyTirstion af the®pragudDivillyRatyvdghing 030C g s task uses a
L ; r t
round v&%%ogf"tﬁ\%agd 13{0 £l ggés it la%?&n%hbn%{g%&é)re%gt& %{?@éf?ce Ex%%ﬁ(lu? AV}:/'I%R placed

, A an ara were conti nued ntn
in the "Pﬁee“‘%’ﬁ‘t& g is PF‘S@?‘%W@ Rlptfprmjuythe spptial apqyjsigion fest aftercheing giyep grgpolamine
to induggymeptery: inphireeni. Gerapsflataney, dissasuwinrgd $pbed ot s@impaly R@Iied during the spatial
acquisitp@kexmet ers. Brains and |livers were collected for

further studies. Mirtality Rate: [00123] The nortality

rates of the rats with ischemc stroke in different

treat nent groups were conpar ed.
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Cinical Evaluation of Ischem a by neurol ogi cal

scores: [00124] A neurological scale of 0 to 5 was
was@d/1ee7assess the notor and behavi oral changPGT/CN2007/001296

observed in the ischemc rats after the MACO

pr ocedure. The eval uation scale is sunmarized in Tabl e

[00134]2 A ?J&Q {1 %%?al tes %oo vgfliss(rl:%%n{o?rl\éﬁkgg L Ou@hrti?{lfée egc$ éai sv%asxFutn? each ZONg of the
water peoé%b%%*bweraeﬁmﬁomwemsd cfiya Aursfaftes the piotettrial iF @mpleted the rates are

decapit4tdd,aid theirbrainphenydcteetor Raiet mm@hhﬁgrﬂmaeamsge bl eﬂﬂesm&ﬁ!@d

Y oy-14 d
oS30 85 T8 LS i 15 L
Treatmew Timeligt: onal slices, and then st ai ned with 0.1% TTC
[0013S|sipkiutititeamant gr@p caleigs of © hito(SeeIflerifer trbabkent gridpd shddrugioageR) Each

treatmeﬁt'gl%ﬁﬂ? r%ﬂéd%lﬁl Hl%lpdeﬁ FJ! (ﬁ'ugg Hor?l\%a?'l nfjf Nt g% i inﬁ 7 E)Jg@amln@f %cqgts in

to 1sch em a I ned” ar ea
e ward 206 o TGS @ FELFS ARG 0 2ih 20 it
rest in betyesin eavh {vSo whaneby thesopes diven 120deq) thdindthe dBigbepgediplfotd) in amelfour when placed

inthe n@a%@anayecﬂfmaae RafPlodhd @bemaﬁs ﬂors&%eh &Eﬂ; iagdgﬁme Attorm.

00130 G R b 2 ol IR P i mq ldey Souy mimies prior o
the test, gazh taik givep theindssigne® @i acafding ro v CDnCagpay md 3¢ mimods fpar they are given
1mg/ kédi‘ ﬁaﬁoﬁﬁﬁl@ toGHdtd Ht%mor(' QMcﬁ gte THRY. 4t)%dnh calhPhify spatlal acquisition test,

Skl BT S S B L,
when stgting figi & ggndomi poisiovdthia the sags aFseate kioncp distance swamandsered ofgwigyaesecorded
during éadh tiahe 15t h day after I\/CAO (Low neurol ogi cal score

I on cel.ls re 2. .
[00137] @%"?ﬁo a?t?rgaetﬁd 1? ténguf ag dfu accﬁ%l{l%t} thf tﬁait%%t]t ggup the platform is
removedgn “é?[“’f Béﬁﬂww(tfatle@ngwlwwat{ 2ogiver HAseS QO ik ¢ wiary flime spent
and distimackwhih & ehoh Y628 fire fetkd@d.Ct vol une conpared to the ot her

[00138]t’1ru% ﬂg&%@ 819 E@#&gﬁ% is Q%&%ﬁﬁ ﬁsﬁ%é (ﬂ% ?1&;%5 an\é% a;[nf,| e coflevyeg trgai{m}t

study m&?ﬁune%\w g el SRS Sgrs g muowanteﬁw P@legﬂwsvsm%@ﬂ

immunobistblpgyitdsting gndltunked sthitiag tapktods, nenory, cognitive and ot her

[00139]\ﬁe§“@¢g Y5 Q) REGRLoRft i Vities such as heart rate and
Fl ration. Since a activities are perfornmed by

Spat‘alﬁfqél SoE% s, their health is very inportant in

[00140]fai Nt awmnatgamsmigub@ﬁy s functions. However, brain cells

FonnulaﬂgneA BERSL (S¥6inghGlakys sh@vpeq a Silh glg 5@1{1 &J&Lrﬁ it} I\%@ﬂ%?er WS Bask when

oor_cLrcul ation I ng oxygen and
°°mpmﬁLPt4; étﬁcﬁ roup. oftg 81§ parafieier WX 8 tﬁ‘éﬁ‘ihé’prr‘ég‘ﬂ‘l‘”ts show t he
[00141]i2nf ar teamFedapprimtensy tFiureICAO i n W star rats' brains
Formula@h e adaied éirb% obih ¥) l{adlﬂQYWvEst n&hn gs@efpmé!eﬂs' bdparbr b hifteRbatment
(V1] so'%da lﬁg eﬂ% WaSlO or {l)ll gg 5%]“{ %& gh I ndl Cat es t hat
1S E P |onf& G RYRA P &Y O0f tissue necrosis
[001421555001\/%%1@&@@15%0?@@9@; a. Formul ation A-treated groups

Formula(ig20treaidier & GOBMIAG/ ISR N (1R Bfbest ﬁé@@ bwifd afska;eé &gia;c@éomﬁa@éa&@ﬁ other

groups 35&1 “%IS lolwgrghe 2 gl% %%E@?qzﬁxﬁ%]%{l & grolé{ﬁs opg .4» 2‘[‘%6 ge\cit Yf3§ mot noted on day 5.

[""1431Add| t MeawinySpeqdFignd At i on A (500rrg/ kg/ day) had the

Formulatien¥Bdated @dub S0k Yk glaiyh SondhhIP BaGGEHRAGoRFhrdd @ dHeFtkeBihent BN | N

Pmbe.l% the control vehicle group after MCAO. These results

uggest that Formulation A may better preserve

mm“‘”ﬁeur oPB5g7eR sivamin saelk2Rs g )bl ood circul ation in the

The Forfngaien & freatzsh grovpGinamni@e darmeetin 008 TRA EorPartdio ghkgk gnd lingzhi and slightly

morem@&@ivé‘hjcjgg@{lﬂ)ne Good circul ation of blood and nutrients

00145]50 ths? rain ewsures the continued health of neuron

L el | s, "aNAt HEPEPEPE B@TPE naintain brain cognitive

Formulatignch-treatpbarap £500meetkigidaybsperf 9018 itime Byzonveticompaichiosyelmmanil lingzhi but in

general JWZDSRIsNeNAGmAL AL RAlz6he D] (22614 5 th febibriAbHeR Mo bRtfdr RadVkigthdlly located.)
Fornmul ati on A can help ensure a sufficient supply of
oxygen and nutrients to néddron cells enabling healthy
menory and cognitive functions as well as mtigating
the area of damage related to an ischemc event in the
brain if used preventatively.
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EXAMPLE 2. Effect of Fornulation A of the Present
I nvention on Menory: a Chronic Study Objectives:
WO 0®1324674The study ains to investigate the treRCTENR007/001296
effect of Fornulation A in a Sprague Dawl ey rat nenory
i nmpai rment nodel conpared with sham vehicle,

Conch?slo astatin, Hngzhi (ganoderma | uci dum and gi nkgo
‘rol groups. Methodol ogy: [00133] The Mrris Water
l00146ﬂ/ﬁkeée W%b%ho“a-ﬁamtstreakﬁ witnFozmlation A (9chefke/dighe20 paysihatl gimilar

perforBdnttcbyt b Reterlnfiaytid Mp@@'t& ditle grd)uBs 1@@1& %&acqﬂf@ﬁn Ws ash sfléﬂ{ly bettcr

perfonLa%?e oh H‘lg r%lggedt A/ @8‘3 St U neCeE zu{a ﬁm m ﬁosng g ura£?1@??ﬁ am‘.@gltvglét?% 18 Froups
suEges{REpPEbe eflhﬁw lping aﬁ'@ﬂesslﬂw forp tatpnpwithonmulatioy e fﬂyedlpports the
results E@MEAEXANTIE 19mi Foafditiba ASMHetef @Besbrve n\é\bﬁsgwm f&ﬁﬁﬂ axhdmot;mculauon
compaﬁﬁt% %uﬂcgtao?lﬁxée}' &ae (E%CL)J R)ls ttér erfognaIlJe &??15 \Da?ef)m Vpearea [o Hnr g groups may
be attnglgeélrt)(btf%gﬁ*]aﬁgl A'spoility M@loﬁ@h@ﬁcycqlmwpcf %WW of lgag@@tpte the brain in order to

ensure kha tontmyd healih st raMRQErels) e PRt E DR ehinRbgniivd 4 Abrory fBkedneed
during the spatial acquisition test.[00134] A second

pr obe trial test ﬂﬁeﬁ@al@em&tw&rgtsneasur e how nuch
i l h _zone

water pool once

SWah-ln eac
the %E”srr“rgﬂd phatf JFmeRt  onpyvied. Besige houl's af ¢ dYumbpyof rats
p SIS L COTRy; ﬁﬁeﬁatt he—r f ,

BraﬁltUﬁVF'o VNIRRT 0 y

Ul\lﬁG,gk@(mage, ggTe Hﬂmleﬁféa ano prant—assays: 10
DI i ar_anal] S Winsod imgrhi cReabU 0SS S00RME stotogy 10
t Swmivasein and T (Innel Singds@iiong  Me N0 tom. Trent 10
Timeline: [00135] Each rat treafnent group consists of

10 rats (See table 3 for treatnment groups and drug

dosages. ) Eachtabie SRR Srigde e Byt © ed with

their—desi-agnated-drugas from VQ 1 and 7

oeST-gt
ahﬁ +ai-ri-ng—of ?kresi‘pm%’—?ﬁ%i&—nazo oceurs ]
- IIQ Pt etrratTtt H—-@g@!‘% Fat—has ‘."Bhi](')o rats
‘I’éhi@len' Mg~ S ST U'D?Sﬁﬁqﬁt& Wit || 36—mi "‘lut esjrest—Hn 10
Braintone QSméRsthhcdy ¢ M 5Pk (R ReniBMce VAT et 120see—tg

) 1d
Gihgd { he SUDNRIiRkesbibhadk arm T GhRBRg/day UT VVIIU[I_ ptacgd

Limgzlihe Maz¢ T aninkorTinyzhi ckitacl NEY S00meMidap! § 1O 11 Tdtige

Sipplagdtihor m afit er 1 Rhvsadn t hen [t haymgieRaygUi[ded 10O T Neo

15

20

25

platform [00136] On days 15 - 19 the spati al
acquisition test is carried out at the same tine each

1.n or_to the test, each rat is
examb s ESbilotn BEE i i Ry & ofih trpettisnci Sisesgt model
Obl““g‘?“oup and 30 mnutes prior they are given I ng/ kg of
[00147]STh3 pRdy@aluARd thOtokiRpiR e ¥R Db HE- i BaifisiRkbh of FomRiBitiondh Qnall animals

(Wlsmgt,)m le‘l ng each daily spatial acquisition test, each
I'S given four consecutive trials of 120 sec. with

ME“““‘S'GgYm nutes rest hi between to find the submerged
[00148) (Fedidrhirsimuldesnslpwitetamply ofel FbinRtisr A0 Bhd? @dn@&m&% bisede hE

n
BB RARS ik ke Yk BLE BP0 RS Rl
except thershamy tretment eroppgand F%Hedt‘)ﬂ &P TESht aiBns dor argadére@@mmh &r ¢ total of
three mdnthe ANl olbseremsibnyevad regrded et thes-jpdnaitufeAndn jefiodl THIORMEE cbrla@iba dr e

animals SRK & b&? dvelgﬂ%ragﬁxﬂ? @Ng {ebdalms 'n?bv&gﬂlt%f 1!)!%%%9%&%{1 f tl% %cosa of the rats'

the maze.
s nl St S S Dt e B o3 )
functionyena} fynctigntand panckreticfimetive. Wistiradts view seofived a2 theend bithe thred rsonthtreatment
period afitiEadRioitend fRelolcynel sRllid was paifofindd OA ﬁl@ﬁ&? ﬂngs, er, sHE&Qﬁfklcﬁ%'y@yusmg
an

hghtandrg?ea%%ﬁcp%oge\% gmage gene expression, and anti oxi

assays anal ysi s al so |ncludes
i mrunohi st ol ogy testlng and tunnel staining nethods.
[00139] Results'. (n=5 in each treatnent group)

Spatial Acquisition Test:
-14-
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[00140] 1. Swim Patterns (Figure 4): Fornul ation
A-treated rats (500ng/ kg/ day) showed a sinple swm

w@aiwae4s7in the Morris Water Maze Task when cOPEECNR007/001296
the vehicle group. For this paranmeter only one rat in
each group is shown. [00141] 2. Mean Escape Latency
(Figure 5): Formulation A-treated group (500ng/ kg/ day)
had the | owest nealrbleStlysse piatuinsyatoprpared to all

ot h&reatmemat nent ¢r oups onDaasge t hr ee and was Nuaibedof RRan

i ngzham and si nvastatin on-day 5. [00142] 3. Meam Sw m

BhamttFormwlaiomiAgur e {6) . Fopttmglg/dapn A-tr éat ed aroug?

(500Mehideg/ day) had t he |20mgdkefdayrean swim di st ancd2on

Fopmulation A/ Brajutoriey + ups_andl was | owerd?t han
Fgfmglaw m ntone. i and ay ar ount on davs 32 This
T lnkgr\ ] g ™ 2g —C—gt vulu_.: ooty o - o
ef-f €& LoinfieS not—mot-ed—on 15 y ] - v
bpeeﬁbsa‘rtgl gure Ty Fornutg y/-\-t reated—gt oup—;

(SUWRI{ Fg/ day) g¢neral  Yoor@kglay @St €T fonpar et t g, otfrer

treatment groups. Probe Test: [00I44] I. Distance swam
in each zone (Figure 8): The Fornulation A treated

group swam nore di st q.gﬁeq hﬂlhlﬁ ne four conpared to
Lg

count
ginkgo and |ingzhj V'%NOre than the vehicle

aroup Rarmtm] 2 Tinme slpent in dlfferMﬂPﬁmp (Figure

Whltewqoac or m|| af| onR A treate
Redblgoticell' ~ ' . A

Mean aahsascmaﬂvdmewev)?“ Ot O S SRR M blod el Soiie

Mean drpustuld® FeoglotiMCRs T €01 OT| WEIRTeRF thd Wnoltl: 6nbilal SV iRBC

Mean dofphsEilan RerdoobirtXem! @ACHCY-ON I NiaduRi3Bthe do of HdfRopRobin GrRH G S

Hemat@low that rats treat ed Wiradkeded bodd coll hohid®

Mean plateBOnymk (MRYDY) for 20 dgyAserhis GizéSif pleblétfin YRRE T OF NBNCE 0N

Platelet he wat er nmaze task congared to other groups in the

Red blogeh ol digttibutiencyydts (RDWO Nt est| Varatiosdf RBG ydlymebet t er

performance on the probe test with regards to speed
Full BlagadotnitTe i N zone four conpared with other treatnent

[001499%%@%0@&4@ ﬁtﬁoﬂlgﬂag&sAsﬁeQ e V\%ni%ﬁ t’}%p %}?ﬁd aﬁ ﬁrd t%ge t?ﬁl lh}te l)food cell

| t I n ormtreat msn
count C%‘EPﬁrﬁ%ﬁ" &PREiaedOf ound i n EXAMPLE 1 t hat
[00150Red m¢mu @k FoBplationtAltented BB psaz50 Bndr380ATRE/04) Gddot SR &b te@ Blood

cellcoﬁ&&nﬂe@gqm&]u%&%n%&gpggg?ﬁgﬂr ed to ginkgo alone. One

better ce on the water maze task
[0015 IJC%WQ&’ oyng; Frmylation éfi{gg}?gsgrqqﬁ);% P and 500merkg/day)tifl notptfect the hemoglobin
count cfagpried kb ethér oertninigraasi (Fighry 1200 pronot e bl ood circul ati on

(00152 PN10V: G S B Y -(Rfted Brkub (2603 F/ﬁa? ) did1@ AE@MRVIG Ilgfl ﬁ?c{q é:!r;ng)gr;d to the

Shmanedve lcgee t he _con :)nued heal neuron ce
EORHEEBF S n cognitive and menory functi ons.
100153111*5@11 dorguilaiign Attreptedegsaupr@Amedkf/dayy dit rat affech MSH Taunt i@ bldid céipated to the

shamaﬁdﬁza@telgﬁﬂgs (plfgm§p|§ague Dawl ey rats EXAMPLE 3. Long-term

o] dy for e Present
onssof S Bl Sl s ome B e MR ot st epponpoun
compar@ttwger@atawawa (Flmfée ¥bxi col ogi cal effect of long-term
[00155]crakilen iFarintiladoh AlreRfd gﬁﬁﬁsmb a5 Ry/i) TR derec Rk ?lﬁhé count compared

to othcr%%x?ehtagl;o %a{géﬁ??@ : h Met hodol ogy: [00148] Per

exanpl e one, Formnul ati onA and
l°°15610“fﬂhveForeﬁﬁwaf\arfwémm @GUEEdap didaptafitceVIPAinblgodsaerbared toghpskam
and vehiglg igloyps.f(Bgurd Mp nont hs to Wstar rats (see table 5).

After two nonths rats underwent MCAO

Liver functions:
[00157] ALT: Both Formulation A-treated groups (250 and S00mg/kg/day) did not affect the level of GPT in blood
compatred to other treatment groups. (Figure 18)

=15~
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except the shamtreatnent groups and continued on
their treatnent regi nens for an additional nonth for a
w0 odoal1248f74 t hr ee nont hs, Al |l observati ons were PET/ON2®A001296
after the 3-nonth treatnment period, The general
condition of the animals such as body weight,

CNSr eacti gns of Iegs and
[‘"’158593’? EP{E*F‘?‘B’H Wtidﬁ@uwﬂ%?%%‘%ﬁﬁ&“ PiEeptdhe 1vg] @EGQg blfqd, Gprppared to
the Shamegraup. (igwre 18y ed. Bl ood sanpl es were taken to deternine
Renal ful&iohst!! | bl ood count (see table 6), liver function,

nal . function an ancreatic function, Wstar rats
oonso}, £ Smiog A0 oDl o Bl s M Bt koot hleet o
creatining ip bloedespriparsd foiothel tsatwkenpay®ips. @Figne @M pat hol ogi cal st udi es
PancrédBd tinch&id or mred on the heart, lungs, liver, spleen and

oSSR 08 kil SRSk O AL AERCO ettt

lanOOMWPMQS‘ItQ)@W%%@thI(FIBF@éH Count: [00149] White bl ood
Conchsigd;l count: Fornul ation A—treat ed group (250

[00161|g54er 1tqa)\é%x Lget fﬁll brfoo?] co%xfl fh%grt ren e Vmc':rugra ec hki)rﬁsmnf ﬁ‘ 8\% lé’% tar ]%ggrte not
aftectoq S 108 SR o o ?“a’t # emplalden s a‘glwé@waﬁm@@ugs when

comparadwith SR Gl temhalegrgupdi d not affect the red bl ood cell
count conpared to other treatnent groups. (Figure 11)
00151] | obin count: Fornmulation A-treated groups
bEdh Péﬂtf“?d‘ﬁ'%ﬁ?ﬁi&?r@awﬂncﬁ ¢f the Bresent Ingentionton Stroke Raty! 2ovselnstudy

Objectiyaunt conpared to other treatnent groups. (Figure 12)

o0 162i ﬁ%ﬁ&l@ ct o'l: ?Jrﬂthﬂltl B %ﬁ@é%ﬂgo%%&e&{vg Ris s (nl{@l and \glstar Rats during

not count

/
the ac“t% g‘i‘?ﬁ??? %f&‘get dal???ﬁ%ﬁ?ﬁ%ﬂ@?%ﬁ%%@ groups. (Figure 13)
MethodoP@t 53] MCH: Formul ation A-treated gr oup
(00163 Wi R4 S1EH Fi@¥dre HhddmBb) Qid&if ifi S Hhr oMbl g e Bstan& A?IF ?xgup ]_(if)e Table 7

nd 8), conpared to the sham and vehi cl
[00154] Hematocrit: Formulation A-treated gr oups (250
(00164 ] prmBOOTRyink bdsettay Werelidchinistsstedafallyemte duilydorla epekbefar MCAOGiddle

cerebralaép @o@l@éi’ons £d db Xﬁimsﬁitﬁ@&fﬂ@{hﬁn@c[ f%ll'bﬁ&her &t gL, Byehtll all rats were
| ati on -

Pl at el et re roups
st b B 8 oy e iyt myppat fntﬂﬁ?sham? et e
MCAO g sl é‘t! a Fhém Gﬂeﬁé‘?ﬁ by whight thairskull gyrsomgned bu(lﬁll\@ﬁfalrd:@lre occurred.
Mortal{tm%é6] MPV: Formul ation A-treated group
[00155l(ﬁl§9m%ﬁ1%69 §¥ wﬂ{h lpemk Ios Oc{ﬂ(g IEI%IETEIEF 5ﬁtngnt%§l)po%e\%g pared a(gco¥d9ng to
the numpgs pferpts drprat day 49 157) ALT Both Fornul ati on A-treated
ClinicalEvalugiin (fARGend v} ROMGHHLKGHIRY ) dl d not affect the |evel

O 1) 7 et i s AL
lschemlé f%e‘ﬁg wce@%“ﬁaw“awéc@ewtswap@MTahw GOT in

bl ood conpared to the Sham group. (Figure 19) Renal
functions: [00159] Creatinine: Both Fornul ation

: d / d ff
A-treated grgpps: ﬁ&ﬁ)%g@mdvaﬁ%Mm aﬂémAﬁi not affect

nine in bl comared tao other
S},‘ g

£ +elirt—eH-aupS (Ei g€ ’)ﬂ\%{‘ functions:
B i aVa

s

rentetict . i
6 “*'ﬂiﬂrm#" —on—A—t+reat-ed—groups—
LYY x‘fqnd 11 + N

a ty f£f o + h vl

-ontralateral forepaw t
Spotitarieods Iﬁ&éﬂﬁyﬁj Th‘é corfivalateral circling only i % 'ﬁfledﬁ 7 tail

Fa¥a¥)
VU]

_-.,.,Ez
RSP

Tyl ase Spbht ﬁé&n&aﬁié%@lﬂglu otnet rearnerit gl oupPs:

(4-1 gur € Irakjive, walk only when stimulated
5 Dead

Infarct Volume Assessment:
[00167)] The area of cerebral infarction was quantified with TTC (2,3,5-triphenyltetrazolinm chloride) staining, The

cerebrum was removed and cleared of all overlying membranes, It was sectioned into 8 pieces of 2-mm thick
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Concl usi on: [00161] Overall it appears the M| bl ood

count, liver, renal and pancreatic functions of the
woeavar4erat s are not affected with the | ong-teP@T/CN2007/001296

treatnment of Formulation A at 250ny/ kg/ day, gi nkgo and

ot her treatnment drugs when conpared with the sham

; rot tive Ef
coronal S IR ol ol o AN i o7 i Bt o e tsgp would
purple on sfigning while epyinfeys jproedu tpéschopin dpft@ Zi}ﬂte'ﬁostae%\dr%al’he infafpesiag fvbuldhe

analyzdd by S0P bidtyked st BGionIMEHe for RRGUNS, Beld 0.6.5) Bd@ShvéRed BRinfgration to the

d W.star Rats during the acute phase of stroke
mcm&r%!ﬁ%lr“gg?mﬁg ‘renpdel i ng phase (MCAO). Methodol ogy:

Haemgtoyglingy Eqnctaining{(HE stgpie)t at s were random y divided into
[00168f Dhermotpheiapicalsfiinged vertl 5tnted fteP (RLISIRRBNEY THd Brain SR dlppkd ifM A

Embedfﬁ ﬁax fOIIFngill ge%t}o ? "fJJ%éL ﬁ‘ili@({}n g&i sl‘09e§ Qtr 7;0% (‘é\%e cerebrWtan

m ni strate ora onc or avvee
were “%?ﬁ“bfa%‘“éhee’éﬁdéﬁd’@%?fﬂ&ﬁ?@%%&?% 18/ fectipRtvarcpbtained from each brain for HE
staining HRktaihisg of settiond waspesfomedib Hifferatiaté QpillaROASOFhicH e PRerdkdyefed with

crystal Ry&nckakd yectwﬂg vllcre e H‘{%& ihe ﬁlﬁzfogcfo#m%?d e‘m{“’ ng}?,ﬁ ap itation

R lafter nmeasur i ng ynamc par a t he sham
esultyr oups, the rats d| d not have MCAO but underwent a

[001695 ham ety ragnf $HR swiin Flaurt 22 The 'SHRISHam\kasm@@aNEd0% whileMPIR Sham
with tr%@t@oﬁfo%ﬁgéﬁr@@@ﬁl?ﬂéﬂaﬁ%d MJ&I"E}H ¥r 39 Phe VL}EC%]&O%L had lﬂl%rtahty rate

R s Wth Ischem ¢ s
ot iRy Gpnitiod Flin e Qo »&m‘i%m%we@am e
group(ngfdm&momhtjrmsﬁﬂé‘ﬁd at day 13. dinical Eval uation
[oo17op4. | SQ\JZ@B][@mQMf Wﬁt’d!r s@zlup@igﬁi@b %@W?s%veﬁlgggrgé]haﬁnomh rate of 6.7%.

eurol o 0 assess t
While ofhe ISt Bronps ¢ lgc(ljl%b%ﬁ ?]%t}ogﬁ-tra%eg ﬁr@@s(sogﬂggﬁg dm(]s "Hosprjapstreaged ﬁrg\m c
<1mg/kﬂ@w>shaafnp@iltyw@fmw procedure. The evaluation scale is
(001715 NTRMThfEeolufe AgBinde SHdhiR (F%me DB LN HR! FafHufaddn B-treated group

B T R i —

6-22%has quantified with TTC (2, 3,5-tri phenyltetrazolium
[00172)ch| or imfegt Velumé H&sﬁgnent_ﬁthﬁﬁirﬂb{Figmew&wﬁtﬁm&ﬂmﬁ@cﬁemd oup

ed’
(SOOmﬁg/ﬁ%” l%&l thgfé;’ggsi‘fag%gl(’%l ?%A:) rgfsr%g : Oﬁ ﬁ\: vehfcfe éBVQ‘%) aétﬁ gos?tﬁg Heated group

@41%)kt ained with 0.1% TTC solution at 37 deg. C for 30
[00173]nd. NuUt @Burolbigal scday/fol BHRI stiairt AfiSStidke Wbl d6)tmﬁﬁlaﬁ¢i1@lire€ted)gi’oup

(500mg§$/@d€rﬂla@ﬂe fe@ésl r@urtslbﬁcai s%%ﬁﬁmeﬁ#o%lgelﬁd ]tdo?areaﬂ?’ &x{gfé oup on y 8 and 13.

[00174] 2‘énst ai ned area Sl ze
anal y2EYolpgialsrers fpljisarsin afforsfoke (Figie ); (Fgé‘}“BPPnuBrmged FHPp
(500mgrik/droiiha the lmsmeutolﬁguﬁy scagerpomaced voevtitickchndlosdrtad-Beedgriup Bn da@ 8 and 13,

[00175]Hn et rI—EE%tainﬁ% it turtcZd? cai‘]]filarle?l*arﬁ-ﬁl‘élf Pﬁlﬁnmtn%)%lltéd’kmup
aﬁ“ﬁl@

in_Stainin HE stalnin
i e o e it A e B P s ogpefeted grow
(15°apliliswem a. The brains were dipped in M| Enbeddi ng

[00176) Mﬂ: : |O7EIEfstQﬁun£ 6&@%&&&@&@9&1&’«% ngtﬁr%ﬁﬂﬁ ei95 g‘wnqlaﬁon B-treated

i
ST T T o
gmup(zﬁ’-lcﬂb‘ﬂléfﬁs)bral n at 20um 4 to 6 sections were obtai ned
Conchudon@m each brain for HE staining. HE st ai ni ng of

[00177} 5[?8& é?i\ﬂﬁmﬁvﬁe&ltgﬁlw ﬁ’lg HE%; \;oﬁmg allf%rf I&&?(ﬂm 1star {a gl ag%}h(a brams appears

were covere
lower indEprmalgiion B @@E%EFQ‘}PF&%W daR.avkich dicated dletrFomwbthmBem wrdwsptho area of
tissue negniaghs Jdo04taigvih pthelia. Folfillidn Brtreated groups had lower neurological scores than other

treatment groups indicating better neurological function after an ischemic event (day 8 and day 13). Additionally,
Formulation B (500mg/kg/day) had the lowest mortality rate when compared with other treatment groups in both
MCAO Wistar rats and SHR. Formulation B-treated groups also had the highest number of capillaries among the

other groups.
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[00169] 1. Mortality rate of SHR strain (Figure 22):

The 1SHR Shanihad nortality of 20% while ' SHR Sham
wowao/1246eat nent of Fornul ati on B (500ny/ kg/ daypCT/baen0a/001296

nortality rate of 8. 3% The vehi cle group had

nortality rate of 40% while 'Fornul ation B-treated

orr B ROER oy L9 el Sl A o ol s
the facqqf pg léﬂh?“%liﬁ"?na!"é hmrteg@ne%pwf@e thy sten. mefliing lataftany Gaod pirsuledion of
blood Wl Sukridiits (6 thes Bririf) er(sirés@ie muaaa liealthdEneurWl SiisPdnd WEHEYbr8 helhs it brain

e !4}{ rate of 6.7% Wile ot her gr oups
cognm%%g(fﬂ% h’ of nul ati on B treated group (500ng/ kg/ day)"

and 'Losartan treated grou / kg/ day) 1had
nortality rate of o%aﬁ Osfgllé sn’a('g“"ﬂ’m‘ arct Vol ume

Asseesm@nt of SHR strai n Resdggur e 24) | SHR Fovumbidr3f R4

B-trébamed qgroup (500nmy/ ka/ éay) had thle Towest | of arct

Shey p fprmplatiog By cohpar ed §08mekedday ehicl ef (6. 19 abd

LosaY®isls_ t r oat od group emefkpiday [0017R] 4. | nfalxt

\/nFQFWﬂaUMneeprgn of \I\nh‘ﬂn0 gldey oj n (Hgure 25): 15N st ar

A «Q$artan| a2 trihnat ~nd NI‘J' nnml/ |/r1/ H J’i’\ﬂ

rui’l UrratrT U DT rrcaoarCcO—gTr Oou o (oo uthyg

| owest infarct volunme (1.98% conpared to the veh| cle
(3,55% and Losartan-treated group (2.41%. [00173] 5.
Neur ol ogi cal score T#feScHitaRataGrpupfter stroke (Figure

26) :Gloggsul at i on] B- T eatl aibsage oUp (50007 KG7 Sapdber B¥thts

t he ISmest neuro] ogi cal scere conpared to vehi ci® and

Sheys 5 Formlation Bat ed gr oup 9Pmglapda8 and 13. [00174]1%.
' re for $mefke/daystrain lafter strok5e

/EFOHWIJBQOI%\ Eorul at i o0 [dayat ed grloup
\uuurrgl Koy da A—had—the |I'B glayhal_l_r_fﬂ m r-al cr‘nrhS

ared to vehicle and Losart an- treat ed group on day

EXAMBL ng@ou@nsqn@t)lidr@]ﬂat‘m Bpfith SHinkign Losgrtayf and Remipuln e antigfidant and DNA
damagCstufal Fob ddrdbe plofttionHR strain (Figure 28): Fornul ation
ObJemetreat ed group had the highest nunber of capillary

43 capillaries) conpared to vehicle (20 capillaries)
100179]AeoNiqans sappcitiss of Fermvplaign B vshits effeqt5n tiesiokt of DNAsdamage xt 7@ipared with
select sigle Helbhal SrgRdichitsafk Finipkitvild DI4IHRR TheFble SRBrinbihifbh B&Sceletthl chgtfoﬁ‘fvas
discussegt rain (Figure 29): Fornulation B-treated group had

t he hi ghest number of capillary (24 capillaries)

Meth°d8'6¥'¥par ed to vehicle (8 capillaries) and
Inhibitibrod Ryrogaliel RedBlt @bin gy HypochBrbucagpi @beL) es) . Concl usi ons:

[00180] [lQlQéaYlZﬂReJ we dl%lp& i M%Lffelz & §‘Hle% < }?IPPANaEEH%x IhQ%MOCL was added

after in star ra
and incu é*an'ﬁé “l%ﬂéﬁ“°‘?‘ﬁa°f§&P¢ﬁmerasﬁlF%¥Ffbal exiFagts foedefling g ppthes of Formulation B,
The absqrb'fm@rvgﬂd& oftiganiityresvitheinesdniechndhtead of theesitiobkidsntidraredofdigd P UVB)kible
spectroph@6hteLa 5HEmar ea of tissue necrosis associated wth

i schem a. Formul ation B-treated groups had | ower

neur ol ogi cal scores than other treatnent groups
Inhibitipnp ABZY Assay bet t er neur ol ogi cal function after an

[00181) 161(1 B SmEsY @Rb: hbrbhtdirisanw ) nes PFormARtintE v%ﬂ:%J:GX yi 9500 o

500 /d had t he 1 owest, nort
ABTS s} a“%ﬁﬁ b 6"%&?‘&8{%"’?% B Hbarce RS by %Ysat}%spmopaefmw at
734nm. \CAQO Wst ar rats and SHR Fornul ati on B-treated groups
Animal Mo860 had t he hi ghest nunber of capillaries anong the

[00182]) Qb W?s‘af 6 i B ghpxge:l’gcﬁx]u%e 1 ossve< trg S u A S[ﬁze[lﬁ?rgt?lg gﬁ(ciug‘ng the vehicle group).

ation pres e r
The S‘“Efe&mdﬁq ORI AS PN Lo sH B anhothongrugs g adshrisryed once daly
orally (s¢eJethes)i Adtern@tkitreameht, WL fats @RiBiwer a MICAD pro:durt @ ufdﬁtﬁ stroke, Treatment

was cont‘ﬂﬁ&ltfﬁ %ﬁbﬂm&&h&%w%éﬁ%@fctﬁé hits v%%ggnﬁclc{ lﬁélcc%pl an. I%A B-204 and

nutrients to rain ensures I nue
DNAbaﬁ@W?}“%F’W@ﬂWBH"”ETCFs and therefore hel ps i nt ain
brain cognitive and nenory functions. Table 7: SHR

Rats G oup
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EXAMPLE S. Conparison of Fornulation B with G nkgo,
Losartan and Ramipril: An antioxidant and DNA danmage
warwwdg2460¢ cerebral protection Objective: [001FGT/CN2007/001296
Ant i oxi dant capacities of Fornmulation B and its effect
on the anmount of DNA danage were conpared with sel ect
single herbal ingredients and Ram pril and Losart an.
Evalugtiop of I Aedaiigeror mul ation B in cerebral protection was

[00183] IDBRAURS SthactclyBrbh B16kals @l colleetad foant diffumentifeatiiymt groumb éfGVistiReath and SHR

. Bl eachi h 0J

using %&‘8" ﬁg‘fhﬂgﬂfm @4 &Oﬁ“ ﬁés cf!r %&%b%@? er at 37
Resuligeg. C, pH 7. 4, after whi ch 125uM HOCL was added and
InhibitiGCof Db R0 Wed Brede Kty Hyp@biooudicii (HOCT) and ot her sel ect

[00184@%%13&0%)9:(5 l‘%nd 25]&'(1 %gﬁéﬂg suéf@s lg@ctpgxta%ﬁol Qerd bF&qu uilﬂﬁgn'loﬁ Bffects

simiagfp B ghASR e {3 ORI Lo T

Inhibikign JPMBYS Adsil € spectrophotoneter at 542nm | nhi bition

[00184] fFofﬁﬁEt%nﬁs(ﬁ@cm l{ éﬁ%%lﬁ]ls theGhthe s&@ené%dﬂs aRbrbi® SidEd0vh) @ﬁcﬁ‘%ﬁnulaﬂon

extracts_and two | at.i.on,
B (Baigh ) hasg Sl sayongs °P§ éﬁ%&&saﬁ o chasehgpia a8 %1937% ot ﬁ‘ieﬁsé‘?t have
similabaffbatst@astdrids aqid sthis assap excludzdlerire @, Eamdiija sioisiy pngliRhpdiola rosea (Figure
31). spectrophotorreter at 734nm Ani mal Mddel [00182] 60
vl ts and 60 SHR were divided into six. treatnment
valu f"’Bﬂ % Fatel y (excluding the vehicle gro ]ﬁ\? The
foo1sg |Fnrg1ubuqa|3rtmtetgr@nspm arvigpificapiiy dowe ot LEsfe axjdized DNA base of FAPy
GuanifeOfBidombardd fo R Ahidle @blpetrabiriogs 1hei ng admi ni strated once
Cmcldeu |y orally (see Table 9). After a week treat ment,

Wear rats underwent a MCAO procedure to indu )
{00189 {Theygeperinmpiad pepuiagd the Rerasaliob Red, %fg‘%frsfaw EpRIELRIE F“‘%Bé‘l‘é heghsbeyje certain
degreeSof fir@iGNidant RhdTee HbWRer) thdy So WEshew haGmt frind ﬁdntb?yidant activities in both tests,

becausg ?ncfipak/et cﬁﬁ‘e&‘eﬁ&bav% sbili o?&fe&%}l Ig,@%]gnt %sb(ﬁ% l\%ﬁgg

uat i on

[00188] dm% Spdypias Wﬁ@%@&é%&m@f"e‘fﬂ‘ Bt 3 Sieulsamly gwngfiee ; &gt
(almodt E@amtcdhai $fatcabit add), edicimpdestthantipatiaxidan\Eapicities of tit garious derSHR
Fonmﬁétﬁ!)r&gre 11’31%e &t}\%@} ratﬁé? I_Ci)lﬁ{ cgttcgfngéa P(Q The DNA sanpl es

t hen anal Results: Lnhibitjo
00135 S5 PR BB B PyPBIEHT Op B RANA Ppgdeispausd
oxygep HG1itls, Fomutation B maybe Bro(cBative b DN Axdauiag?) Iisantgxi@atretivity may also be one
haﬁlkxﬂﬁikﬁio% t%ﬁc@t {}ngs'a‘iwh&'daxﬁa%g RlsBashi ng i nhibition
e effecté él m | grméteo t hat of % grbl c acid (-100%.
O her herbal show varying '@ erent results from each

_P"

ot hefreatifigat gur e 30) | nhi bi Powee of ABTS| Assay FupkheaH Rats

Eor mufhmi on B (Rafch 1) shows it has he sang 10

L onBfoct| as asSBimghgdayei g (1000s and 10

B fongh B {Bat-ch ;Z,LS Ung/kg/day, o | ar Scav-eng ng2
e.LfC“?glf) ABST—et-pse %ef ke 2o —aseorbie—aci-d 3{8

; " =S ||i'(u|T||eLrsljjU
dbbUlle_“‘]d(,l gdom s = /K ag’i ude T ba feonury,
Camef Tt a sinensis and Rhodi ol a rosea (Frgure 31).

Eval uati on of DNA damage [00186] Fornmnul ati on B-treated
groups show a significantly | ower quantity of the
oxi di zed DNA base of FAPy
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Guani ne when conpared to the Vehicle group.

and 11) Concl usi ons:
wooorhateRyr ogal | ol
t he herbs have certain.
However ,
in anti oxi dant act.i
have different sc

al |
capaci ti es.

[00187] The experi nent al

(Table 10
results

Red and ABTS assay denonstrBCEBCNR@UI/001296

oy et 1

th tests, be
opulyjon &? f ect

degree of anti oxi dant
they do not show the same trend

cause they
s _on

di f f er emytrageadi cal 9

( Ho®ideand

quithacﬂ it

has bheen d@l‘ﬂi@&ij

| ABSH@h Braid 048 8]

Ln this Sham

ed thHEO.Eor ml

ation B %P4+0.00

{i%h_tl\lst [

Lo
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Al it 0.1320.06
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o hat ot
f et crant—ce

Pag! 02&0‘6? O

AL L b
SHSCLE X

CIrrvo rTI 005*003
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EHIIUII D—[EI I

I UIOTOEH)%FL II

UlTrcz 24!&:@(51”‘:' t

att 0.04:0.02
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ch—ott

BT 39444 [ OP
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oxanhigdg ant 1 OXI

daRleAsE] V

Uy, a8 e of

8.09+2.79
ree

TP} Adenin@T  DNA da

8.0 @.0849.0£ AU

sed Dy/osaxpsgen T

10

refi Aaadig, For nul at

| 010.0&:010RY

De prigesbat | ve

0.1240.04
of

11

dentige.

Its antio

| dane3get |

/ity Tdde0.88 so b

DINA 0.06+0.02
e _one _ 2524139

12

13

DB&P Guaning, | o~

reEdieiinemy by MLQE_LMMIOIKS
Tabl

0 _pref2eedl | sch

ni_c_darPdigd.02

a 986086 10

(Ifr-é’ioﬁ#oe%"é = H

or mul at 082#0.02*

14

I:&OHI'G‘JMHL Od-diz

o PRIGsel ¢

A e A |

anal yzed-12+0.08

and quantlfl ed by GO M5 and Vehicle group was set as
[0019Picficized/ RN 4 bpset praghcts vRes Ay mﬁdo;uannmdb! PONS agk \higs group was set as

pomu@r&aﬁmBR@matf& H&\stf‘bl?éjgr %@§m%e%®re@g€@ﬁ§e&s Bfor 3
detcmnal& ﬁdn onshdo orrr%\sdedésn ﬁ) cate and expressed
PRBTP G RRICAE G FEPI ﬁ“ﬂyﬂlg @antly different from

[0019Ue*1ﬁgelﬁ@m§'rd€i§7§ntlﬁe§ Yelige groppishulis. 11 ( Br ai nt one

Fornmul ati on B) [00192] Oxi di zed DNA base products were
anal yzed and quan’l‘abielledsrhmm@@/mﬁnmﬂnwjehl cI e group was

set——=as pUbﬁl VAS LUIgtIJOEé'P r\"btﬂ | ur t |ﬁg Fktl & —nr,lstr ke +

gr oupgavenige Oke+Br ai Blgiife S| ro"@ ipril Losartan
1 | Strwkg+Losartan|ar . o0Rspl €S 0. an - Lp,0120.00 NT FE 0,02+£0,01
2 | del,aMaHytabinons [ 00098008 S gnnr 3:080 1 Ty dp0d=002NT [T 1 @0+0.02
3 | ¥Eohnyt Ucihr oup r ¢ SubSB0.4EXAMPLE4R0.2ANT [ - apspd.of | C 0.01£0.01
4 | PPH Ertis of For mul aP03b.0B i h S6.03Re2 Ob| edtdexe®* [ DO1@eM}0.01
5 ISGQHtMif)jJrag!ﬂ udy ePAB6AT | c| of 9.6820.82 of | FoP.PAD.6G | o B0.0440.03
6 nr ot ecti oBO3FA0WN ot ar 0.9340.81 it K Wlﬁ\pr 0.01x0.01
7 mng YBQ‘IE‘S)‘n 1 24 ¢ 0-.521 t-he 2% 20+0.15
8 | Hypoxanthine ~ =~ "1 "3340+893 . | _,163 i gjsm;mj‘, 122.21£8,01
9 donpeooetrea ’“b"b 02 7 U 0.T030.0277 0 b 008003 T | 0.09+0.03
10 @A&eﬁ‘ﬁfe otthrer—west %5:‘:0” ]| .,: ”@6:!; . cur att b‘QJ — 0.05£0.04
11 | Redide! 1 1 - VETTTOUDT Ogyoeg A¥TT R VasdEbs | .Ul k164 TYP 1513032
12 | B A®hind at 5 _( 220~ 2663000781 F) 56 0T anOOT 05261671 0.02+0.03
13 | FAyGudnidel €at Menl  graupe* (T h SIe:.@F OUpS,0.0385.68* NAVE 0.0310.03
14 | sbraduagiper at 1 on but 0.m20MCAQ) . &oxowed at | ono. B£0.63 NKJo @naoo‘;

2 other western nedicines were adm nistrated ora

[00 192? mxz@ajﬂﬂba;egfod%ts Cla¥ §naﬂ£eh Ha Eﬁuﬂ%@@ﬁg BxﬁrVGWup Evps%ct as

t I
RGN AT AT N T —
expresged aspeai D. (Cehwep ddepininatiogse ani nal s wer e sacrl ficed. The

[00193) Qi ificai kiifer6r@ krbie V1R gf
RNA i sol ati on:

Objectivicen for

st udi es.

reduldy t her

gene expression

00196] The cerebral Ieft

cortexes containing infarct area were separated. Three
EXAMRILES. ansi-apaptetis Effectypl Formalation Bdwiroke r eat nent groups were

RNA i sol ati on and subsequent

00194V RE S8yl RPES dreb AP Bor Y B A8 Bor PR Mok 6 Hadak QR with MCAO were

evaluated. Comparison on the therapeutic effects was also conducted between herbal extract, Ginkgo biloba and two

other western medicine: Losartan and Ramipril,
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' [0020@;%%9?c| caR‘fl ?@ F & ag(m%rhg‘gm"ga

(RT-PCR). The brain sanples were honogeni zed in iced
TRI zol reagent using a Polytron honogeni zer. RNA was
wezawagteed t hrough two consecutive et hanol PCT/CN2007/001296

preci pitations separated by an additional phenol

extraction step. RT-PCR [00197] After standardi zation

of {d yceral dehydes- 3- phosphat ase dehydrogenase
Methodelasiiy  t he correspondi ng vol umes of RNA from each
AnimairMa@itinent group were used for RT-PCR by using the

(00195 ,@aﬁmgéa}gagzimsog}agﬁ%momﬁwa@?ﬁos?ﬁ%%92@; e £ groups, rats
rave ShaEherais 05 oy NI Fr R e i ey i Wi

. orally Save thiilp fos 7 de{xrﬂmgsl_}/lcme&ﬂe@dgw #ha tatsaiare drfated pish the igsme poptinuously for

anoth&rw@éﬂl@S'eE ?abféflzz)t ﬁtﬁlﬂ%ﬁcﬁ@ thg@damBdnt ‘(ﬁ)SM?] e M did ek shtyificed. The brains were

hem ¢ stalnlng The brains (n=3) from
°°ne°{egggggh f‘eex?ffssms up were col |l ected and post-fixed

RNA {gplatipn2 04 par aformal dehyde for 2 hours and then
[00195) BxB seﬁaafanavcom&as@m&'ﬁ%gw& Q‘Sﬁvefe@epﬂbté\ﬁ igetie cbrtkds &om tfin edch

treatmerﬂ%?o?% @%X la?(e& 2 ngg gsElXtF) l?o?e/guen Eie\ée aSF frar Qc% t\z{\slg [’(ﬁ%&&?&% I’bham Reacuon
RT-PGRE. | 00199] Br ain tissues were cut at 20um usi ng
The bﬁﬁlsmleﬁu&é&&o@ﬁw sti@h TRIZA &a@ﬁahﬁg@mywa héndgéhezer. RN A4 edfacted

thmugthl?‘% K%%dp\{f%}e %&%Ieggw%ls gga%ted g‘%{a AR g hen HS&H f or

i'SSue I ONS We
RT*Fﬁcubated with primary antibody for 3 hours
[0019 A0 figcstanduadization bi(ilfceraitdhydes Shihospiniasdaioigsirogepat (GAPDHahe toabyfrinting

volum@JUf RNE% I fré%}\gﬁf we)é%ee ﬂ)@kT—[’é@@' utsm?tﬂé (hlﬁ)g%ﬂaéxe%{éﬁ k’p-péﬁ/klt

cl on i't anti-Bcl - ant | ody
Pm°ﬁ§e@li£“f68 b Wéﬁb‘rei’%ﬁ?“fl“*%‘& ErEt FW mﬁ&%w T%Bpr i mary
ImmungidstiskemicahStaibihgUsing Fewer S8@iotst ons were i ncubated with
[0019@I 10t 10%&;1@&1%@&1??&&11 HoHudts 7 %gXtV@éeﬁe@ {vash 1&3£uﬁ§c{‘b hIQxHﬁno}ﬁgtocﬁc staining,

e B e LS v

and theyj t@tlﬁlfﬂmf etb‘rﬂe é%wcrqsn mtphcephgte bustacfen2ylaya (roaxh fydgehsfdwonl'me brains were than
keptxﬂWM&bEG%hosﬁ@tE&ﬂbmdeforﬂxﬁﬁeﬁﬁhﬁl on was performed with

[0019%?!05';5 e m cncotb ZI gsmn Wl?ﬂ%rygs%g e? sgcélodlgﬁv 1€ 818%@( d on the polysine-
coatedglidegy HBE(P@B &mv?s msél §¢r @h@dsqtmt Thy brefi issue 2qptians wespiptubated with primary
antibofl;0r2Qirs. F&icloﬁzﬂ rhBYitQRS A B aﬂtﬂﬁ%l o@klbﬂﬁ@bbﬂﬁ[u@aﬁ hﬂﬁﬁcﬁ?‘ pbtftlonal rabbit

I
anh-FR@ gx@éog%xl{l Igoriyc ogagl ra€b1ttafmr?c? X )?d afmbocfy dvere ?oéwg?r}mafylnggbézgono‘?ﬁer the

primay SRRy g SRS ms@@tfq W Bictinyiaist Ggat AxtRolyvdleptifean hourat room
tempe @ Sutsaientp, [sEdes Wec Hictghteld yittBstrebia0igin @éroxitadd MhicN@n EoRfdEatéith biotin

I . eﬁ@g NG 2B -
presenpﬁx M&Mdm? Xnn%ay fof ﬁ)l nluﬂrtcs %ofg%ﬁ%fﬁ?t%ﬁﬁ%ﬁag i %Icf \%Vlgxg,f{ L—jﬁx__rtnob enzidine

| uorescent m.craos g ; \ ) o
‘e“a“@g?g‘%‘ﬂ? ®AP) wgﬂgdwﬂn pteckat BRI abegy, seprdpy arsibady pnd diretavidin-
enzympepodpear DNA fragnmentation via fluorescence m croscopy.

[OOZDdiﬁx%lo&%rstagﬁg%hme%?eh e 3912\9@]4 hf\ég%nc{ ﬂ?e?e% 351\@(1: % gﬁh&% tap

ormul at| on signi fi1cant

water @%‘&h@%ﬁ" 8‘ﬁ‘°YeéU Byeessf hemtzxﬂé&fm“é%es*%ﬁ*ﬂ Lagfe| the. tigsug qﬁ@w%shvawwmed
by a dopemattingndispperipyunOhy O&vedsidyl Slidesovarp sieed wwing aflubrbsesnadhiamscope.
[0020 i] MAGHRb R et Bl TNBL Rk h@@z)s e fbr de}égfoﬂw aﬁ&{oﬁ@m&c@lnﬁ) A ipagmentaﬁon
mﬂum%encelg %l ngko and Ram pril| also signiticant

?Sﬁ ‘AT2 expression in stroke operated gr oups
Resultgopared with the stroke operated vehicle group
Gene EXprdssidnd) . [ 00203] Bax (Figure 33 a & b): Fornulation B

¢ nlln)p 1 gged I&lﬁ eﬁéessmn level of AT2

exprosugTveldR i operaie sremébyd)ﬁ)é ot cempagrel (‘;Ylilbﬁ‘% angtieaedgropp (9<0.05), and,
FormubtimPealopgl withi Itokartinhgingkd mo Renip{d ﬂfo&fgﬁﬂcaﬂt@hddﬁde@mgl&mbﬁpres_smn in stroke
operatddRfollesA5parcl Q@é&%imkE@p%méﬂe&% smu“b‘&p@ 0§ b): Formulation B

could significantly down regul ate Fas expression (0.62
fold) in 21-
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st roked- operated group conpared with the stroke

operated vehicle group (p<0.05). In contrast, G ngko,
w7 24674 and Losartan have no significant effRCT/Cy2007/001296

Fas expression in stroke-operated group conpared with

t he stroke operated vehicle group [00205] BcL- xL

oo 0 BB B BB P b
down grteg ey enecxpivion ig stokgpeoratekgr (048 fotﬂhcospﬁwfa the priskpnpgyated

vemcléﬁ&xp@%@bﬁSSl on | evel of BcL- xL conpared to the stroke

[002048 3«‘8%, (gI glérg 3 V\%Q bﬁ %?rmg rtfc)) u fd 51 1cantl§ gcl)vgn r?ag%ultatlg 9# %E:Esjﬂ)ﬁ (0.62 fold) in

osar
strokedyppriglderen donfRard yorjthe s@akweredeove i@t grwa@éo APy Opigst; CFIP&‘,‘& HF““P“‘
and Lfri€1etesno Gipnifitiant @ffcctth WS expRgsivh aifsiréka-opfatell Browp copaaed with the stroke
opemt@%ﬂ&g gon B al so showed significantly reduced
essi on of this gene in the sham operated up

100203 gkl 1ARF 5 303l s EYPSFOB RS gy Ok oo sroupsas
compa@ep e shdegtoup. FonpuldtiprI®haa Bicreasbd thesxpuesbionoane] ofy.-xE ovmpaledip ithe siroke
operatﬁ vglﬁéfé'skr &lélsa%oﬁl%ﬂ{obéh%eﬁaﬁehse @&(ﬁ&tsﬁﬁéu&n)gs%%can{ Q,Q&Qﬁ] gingko and

?(} ?ure Q%i: BcL- xS ?né:?@ls . lati o showed
Ra‘mpg’fa&ﬂfhflfl S SR SR o By 8= EQTPATEE Y

signifitantly rghedexgresiop of thiFmneriutheshinpoperBediralp ti@ted wigh/Rermulation B compared with
the shad dgEthild %ﬁ? to<&sh. q{%tmﬂ&ﬂmﬁﬂl'r Fetmulktidn B AGmIQamRORE ﬁnﬁtaﬁ)gtouc gene.

antl red res
o20q{pehiRe, aheben B o LBl St R S PRI iR s ey o e
sham grjukse Fdroygation B did nqj hngwbb%m Bykixf indfheghagupn@at@igyoup, but significanty
reducell Q@%Eﬂ)}\ of%ﬂx@ wﬁ}ix ccﬁﬁ;ln‘ed%th@ﬁ etroBCdperd & VeIt 1R bsartdM girfeko and

Is are likely in a anti-apoptotic state
Ramlp\‘;'ﬁatd@ aratlo of <1, indicates cells in a

(00207 Rytigys 8{5’? Gk 14 Bek-xY @iguredPidtiagntios ellsaredibgheift antiamppintigistate whoreas
a ratio W, Gblieated EILAS ploRPoPtotidita FoinfiaiqatBatehta] shinfdng Sehidke Eoups were in anti-

apopto&@stte{te]gﬁf 1?0 §‘E‘Q1d]17¥eéﬂe8§8;?0t i vely. Concl usion: [00208]

gene expression give strong evidence that
Conclysippy - expr essi on of pro-apoptotic (AT2 receptor, Bax,
[00208F Rssulssrod geBeéxpmsxmegmrsmg tvirlenck taat evef-gxp@nidn afcpmnpwpmgudm feaptor, Bax,

bad ot FHPLAS SRR j

Fas ang C% u{%‘bw t o el\)tCAgd 56 9] aﬂ?qsopst u%ﬁyéz}% e&p?ﬁ\élﬁtjn levgu) occurs
after ME®Chul ati on B coul d SI gnificantly reduce the AT2 and
[00209Bdkis godp slewstha Forfligtio®)B doullmignifaBi3 rddwk the AESqnd Bax ew@dssign, (by 0.4 and
0.63 foﬁ&%é’c&&eiyﬂ ngEthEng‘lﬂ&ﬁhh&aﬁ‘B B GbFerk Pt Epb ki anideddby RO R S Ldfice the

entially reduce the infarct area post

mfaml"?"b‘??étr‘ﬁc%m@\?gﬁ't [00210] It is well docunented that up
[00216 égﬂweamwnwﬂ thitap reguatipnpf s isdmfolied it isshdmiqtivain ifypryi Rormulation B could

signifitafdlyWéadoe u{%@asrw&oﬁbdrmo cﬁlemhth\sht gb@ym&wa@ Bin kY, fﬁr&%@rﬁon&ﬁ&g

t , |
Fonnu{:t"flon Bﬁ%s a pfroqn] ﬁnﬁg‘;ra i ﬂtgﬁ ?1 gclr 1s§1 mic Btr }ﬁ% gr 9 ueg}?ﬁmlgrln’]% A 105 Egmulauon B
may wprk efm agjapfigxitdntip seprenge the fresaadisele Mitﬂublbﬁree radicH\ gqupration thy go eing it may

1mb1t@aﬁee”m<b1aﬁbkﬁsm dindM WnCibitrife@ apiglodd sighinFpaliyys WOr K i S as an
[oozu?%&-x% 2§§% d Ba mmm%a‘ns ni@alf“fhg&s badL g@hﬁ;ﬁp&guﬁc pgbtlg,bﬁlhus study,

B e Gl SR o G et i s
operat@RRPE. DSWibregulafdhal BaMgl cpiplewittyih reghifR df Brl-Bedutdseritass andiccelerator of
apoptogczﬁyxc%gegﬁﬂer ﬁ%ko XAlﬂlgugl&H gxﬁdm%ﬁ wﬁ;?%okm\ﬁa%{;n\% é{)ﬁh alsovmg %S‘xl expression, it

pro-a [ rotern
maintaagd hegpio pERc HS??@amerowreiféémape‘ﬂllcawas sgpalys Mvehwle stroke
operatgligepnp. f i cant |y i ncreased after MCAO when conpared with

[00212 ﬁﬁou?ﬂ‘@ﬂ&@ﬁ b @Jnff;gneﬁ mmgnula@smm ﬁl@ﬂd&'{:éﬂ%ﬁ@att@ﬁmﬁ%ﬁm&hon B on down
rcgulatgx‘lg g%ls%?% ?n 1t mau Qot ﬂa rfau{all LQ ];lc € ect for a.[fo?e%!ltﬁﬂi% n?par%ﬁc' m%n

0cesses
an“hﬁ‘t“%ﬂ@f‘?ﬁfet th? sgneﬁﬂlﬁk ‘F‘%‘P‘?ﬁn [agging 25 AR ABLeXisaN grayhe ygre beneficial
in prevertidg brekeBarhagx | expr essi on, |t mai ntai ned the ratio of
Bcl -xlI/Bcl-xs > 1 in stoke-operated group which was
originally <1 in the vehi &e stroke operated group.
[00212] Though G nkgo is a conponent of Forrmulation B
it did not performbetter than Formnul ati on B on down
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regul ati ng Fas suggesting it may not have a siml ar
therapeutic effect for stroke treatnent as conpared

wowran/1Esr4arul ati on B.

Therefore, the sy

ner gi st i BCECN2WI901296

of Fornmulation B, acting as an anti oxi dant may be nore

benefi ci al
ptone = Fornul ati
Primer sequences

in preventing stroke damage. Tabl e 12 (Brali

B e o

grug. Tabl e 13
? s, Bcl-xL and

Dosaggofpach dged i n current studi es EXAMPLE 7. Effect of

ReEMEbdimdénee ( FOT nyil at | on A) D

tschem Cc st

I OKE Number of Rats

Shammodel :

a chroni c s$tudy Obj ecthive:

0213] TH

s studyis

Vehiceval uat ed _and i nveésti gated thaereffect of

hronic 15

Sham with Brpiptpnst

vent i v

n_of nenbr afce

of the |

Brainto;

Losaﬂ ot -har

neoo

Corgia(sey t i o
0 da

=

tern dr.u
1

ad
oot er—Stu

Gink,

ct N
oTTUTTY T
£ o

I
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oy s h
752[ PR
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u_nart an o/

rStS

Rami;
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U

va—alall
1 uutl © 1

PTT TTTST-OTT
Hoad

U
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| I—
CeT c0T1 al

treat nent.

arteryocctustom (1 ;
the role of Renenbrance in the cerebral
Met hodol ogy an esul ts: |
~rats and 96 SHR5 wei ghin drfgf)fsso
Primeg paghetieedio/iIGATRY!. dif 4y Be» Fao gk

tt

atso—evatuated
protection and
00214] 96 W st ar

, were randonly
pitBetiSatep i crressiredies vel y (see

Tabl € Prijers REMENDI ANCE ( FOT NMik@lénedd A) and ot

€I Base Pairs & function

GADHO®¥mar at | ve dr ugs Wer-eATOGTSUACATGITOCAGEST [ T ed

wat er_ 349bp

GADBHhehtiwasei ni St r at ed oSabGITANGEAGIAGERGATOC-X Wo _nbnt hs House keeping

able 14; dosage o

AT2 ‘BRluced hy o 0
AT2 RSPy an

asala a A

Bax sense_ . : . .

M 3

adm ni stration).

Then stroke was

—HIGGHGEEAG

AEAGAAAL-3

1179b
nat her Apoptosis

ce and t hel YaETRRCGRECECEAMCCATEGCTAGS

re a) iod

S|

SATREETC

G

—

A3 57%p

adlbys Aas o~
CUuy—JactotaprTt

Bax aitiaisd |
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i
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AGACAAGCAGCLG
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Hrer-S—nwe

Apoptosis

TenouymantT c—paranet

Cl S pIrrarirs daima 1

Fas scagl 1 ected for furtt

BUARC AU AR A CRREE GEGCCBUS

Fas ardigdiiden! STrat 1 on N=90

SNTCOCTGCTATGAING POT
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OUS

251bp
Apoptosis

an

Hypertension Rats (

SHR) Study trnelin

e, [00ZI5] Oral

Bel-xkagbnseni st rati on of

SHERAMBITCECA@ACENACCGE mentt s

702bp

Bei-xi, gfigenehs) (1) MACO -

SEHAATROCCAGTEALOAEEGHENdI Ng

Anti-apoptosis

1 nonth) -

>Measur enent

S [00216]

treatnent after MAQ
Bcel-x ;

-4

At s wi t h510bp

Bcl-x§i@EEi'ﬁ@ﬁE 2 q-' t; Stl :;lgke e

e (T
\

conpared) Table 15:
MACO [ 00217] As sho

arie
Nunber of W star
wn in Table 15,

L CCE’CAGAGQAACEng%‘J e r

were Pro-gpoptosis
Rat died after

relatively | ess

EXAMPISE ATEffed bEReMHeifiblakcd (HRRARAIBE N6 ReilemRIALQL rA WSy chrbaip ekay

. 16 Nunber of SHR di
Ob"edficyfbl e 16 relatively

ed after
| ess SHR died in

MACO [ 00218]

As shown in

[002133clhis ntpdvsrrinated 3nd mpesigeateIXoer) ofghreniqireatmnt ofithe dverByeompesitiopref

RememfrarkSEoreulatidn AYcopidd @ vagikfiovh westeR] daisgs anfl 02 iBftanbes in spontaneous

§ gketh%uéd M@ﬁe &?é@rgl aher}o 0 cﬁﬁs‘?‘o%iﬁﬁ}sél)}lelt also
(0] I'n"the 1schemcC

hypertrgrxgtdg fr%{s g%g? %Ald V&ﬁs?aﬂaﬁ

ehavi or a

evaluafed fh rolgrof Remembrancqjn dherssib

cnanges serve

tiqn andpetmeny, 4| yation scale is

sunmmari zed in Table 17. Table 17: Neurol ogi cal

eval uation of rats

Scores_ of W star

after

MACO Tabl e 18: Neurol ogi cal
Rat s (Brai nt one=Renbrance=Fornmul ati on

Methodplogy agdBesults; or 15 days after 1 day before G oup
[00214]\0p Sitistar Jats 1dro6 RER, sbigloke? Sei200a pere mbdomly divided into cight treatment groups
respectively (see Table 14), Remembrance (Formulation A) and other comparative drugs were dissolved in distilled

water and administrated orally once daily for two months (Table 14; dosage of administration). Then stroke was
induced by occlusion of middle cerebral artery (MCA), Remembrance and the drugs were continued for another

month. At the end of treatment period, all rats were scarificd by decapitation after measuring the hemodynamic

parameters, Brains and livers were collected for further studies.
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Sham n =
n

W@ 2W0mglekyg) n

Brai ntone (500ng/ kg) n
1 11*2 20 G nkgo n
*2.4
0. 625+ 1Jf“?'f ‘?o 05455 P “ﬂ%&“‘s"i‘%ﬁ’“ ?5‘? R

8 O O O Sham + Brainstone n =
12 1.47*1.68 t t 22.27 f t 1.93*2.31 f Brai ntone

9 1.56%1.33 1.222.17 1.78*2. 44PCT/CN2007/001296
9 0.45*1.51 1,

8 11 77 1.4*2.26

t P<0.05 when conpar &irertensanBats (HBup; f

9 OO0 0O Vehicle

33*2. 04
1.5%2.20 Aspirin

an.n.=8.00. 561. 77
Wg%“*%%“ggé"zfﬁ‘s‘f““ﬁ?s- SD:

p<0. 01 when

CONP At O SHam

roup. [ & ASTSHO

T T 1T T e® of Iats

Renmenbmance- tr eat

bd groups (250 and 50

g/ Kg/ day)2 had

|Shawe Reaenbi@lco (i cal scor eX¥owghplar ed Tt o pt her treat2nent
gr oup&hifldspi ri n-t [ eat nent4mikgtiaf/ehi cl e) | on the 15i%h day
& ' j r Omy, neur ol pgi cal scole
nefegemtsanse dannge| of neLﬁoﬂiﬂg/kSﬁldg s). Taple 19: i;
/B¥a|4§pl Ia—Ranrn_Hd\ ance= IEtL { gqul on A A Adav af 1-,31241!-'\
‘\J LOSL : 4VA:"UW‘ A A m Ta A~ Al l\/ - UM] AT L\412 L4
taysS f—r—tay—perote- roke—stt+oke
decapi tation Shamm= 12 0 0 O Sham + Brainstone n = 9 0

Study gimglingiayj c| e n

13 1.08*1.38 1.38*2.10 1.69*2. 32

[00219BrCail ixdntixisrat{oR BiRemembrandelothbi tkatil&ltstlﬁmﬁs) 2» HAEQ —8Continue the

corresﬁﬁcﬁﬁg@eﬁﬂ&t

@MC@(} mox%lé)o—s

(o0216] Moy ity Ry (T gl i Sl s Hhihonss st iR oumepirous wer
compafed67*2 1.89*2.23 1.89*2.23 [00222] Data is presented

as neans +/ -

SD [00223] As shown in Table 19,

Remenbr ance- tTﬂﬁJlSdNﬂﬁ&HQW1§t5QQméd%@éﬂﬁX¢0 al so had

aonporal Las | avwar

||rr\ (aval ccorpos (ad

nrm
2 Grou % g:o;ﬁsu%dl ef# ole';sﬁ;IRﬁts Qgi?;:, aL' %. mgl I,t#;of? Estl bt Rats
[Sﬁéfﬁpkéﬂﬁf.nbﬁﬁﬁcebu;” c  11ealts ICBEAE?I‘I:JQC
I aR&hicid/O1 UTE ASSESSTENt . 500224T T —ared of—75
Qéandaibiande (IS0’ CLI PN Was quaptified Wt T1C 9
Relpedphand (Sophg Nyl T ET razol 1 ampchl or 1 de) st al ni ng. gne
cer elitinkgo was renoved and cl eared of alfl overTying
menbrigpies. |t was| sectioned2into 8 pi€ces of 2-nm

t hi ckosartsp onal sl

es, and then_staine

wth 0.18TTC

solution at 37 de

g. Cfor 30 mnutes.

Heal t hy brain

[00217) iAs Soven inDabiled 5 trelatiNelyless Piser @8 disd inRdemBrandb rdatdd grngs.i nf ar ct
area due to ischema left a white unstai ned area. The

infarct size wsb%mﬁﬂ@ewf@%m

wndows

%‘(;Mwe anal yzer

4.0.2) and

Q%M&E-Lue—pmw"“ﬂ# “éHBfRa‘s
LS t-af-Rat-s0

Reme 0 9
Vehicle 4 13
Remembrance (250mg) 5 11
Remembrance (500mg) 1 9
Ginkgo 5 12
Agpirin 4 11
Losartan 3 9

[00218] As shown in Table 16, relatively less SHR died in Remembrance-treated (500mg) group.

Clinical Evaluation of Ischemia by neurological scores:

[00219] A neurological scale of 0 to 5 was used to assess the motor and behavioral changes observed in the

ischemic rats after the MACO procedure. The evaluation scale is summatized in Table 17.
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[00225] As shown in Fig. 37, Renenbrance-treated

groups (250 and 500ngy/ kg/ day, n=2) had | ower (but not
wa@k@nittdeceant ) i nfarct vol une conpared to the OPCIECN2007/001296

treatment groups (Vehicle and Aspirin-treatnent

groups). SHR Rats [00226] As shown in Fig. 38,

Renmenbr ance-treated groups (500ny/ kg/ day, n=3) had

significantly | ower infarct volune conpared to the

vehi cl e gr oupTabledZoNeseplagicd avauating of wif At MACR | e) Brain

Cagtrd | ary Density and Morphol oggvalada227] The

di of er ent! iNatppasantddficicor onary capill ari es and eval uati on

of nor ph

Imargj or_ned

LRGN v NSNS r=3—f-or—each—group)—had
U' uupo \ JUT ATy JU’UIIBI r\gru y LI
significantly high capillary count in Wstar rats

(r<0.01 when co,n‘gar ed to Vehicle) Gene Expression;

[ 00221 18y Neupnlogicd] Sepyes abWistar Ryt BrsiptqneRempyeapseafosywption 4)

(GAPDH) was used as the intdeyafted st andatglsdgene. 1 day before
Group ¢ Wistar) adlIenc e APDH. strole (3 eNCS, stalE. ATl . ASFdpitation

QUET O > A
Shamns8 Bax, Bd-xL and Bcl-xS were used in this study. 0

S e . .
V];Z\:i}lewgé)r T2 receptor is ad,&%%qrr of ne%g%ﬁgl cal C?-%’Jﬂ-fﬂ’f
Br '.téﬂt?fé%%g)%y ates apopt osiseiahf ects of ,fi43) recept Ofs5.) 4
BraitkdA& {s0tatR/mARIgDI ti on of cel lo gLyt h, fet @§3¢§.b§SU¢ 1.1142.20
Ginkgt=ed opnent, nodul ati on of jexfyr a-cel | uhataggat ri X, 15220
Aspiipopt 0si S. Down-regul ati on 18£.73AT2 r ecepisans expr essi Qm2.74
Losazam =8r event t he onset of apoptosis ando.sdefefore  0.625+1.77

enhance neuroprotection after ischemc injury. [00231]
[00220F D&kio yvesentdd akingns 4ED; RB0BNGHeR fPartdteSHag @ro@l: OX0.01%@08n compared to
Shm%ggp'SOOrrg/ kg/ day) showed a significant fold decrease

oL AT2 receptor expression in Wstar rats conpared to
100223 b it e if TBladS RefpemRyapseyrpaisd gienm (250 9 peke fprdaciqyer nearological
scoref @@PBA]to BidRreftmerB profpd ORB B tredtmers fnd Wahiéle) obthg)l Sthdlaylafter™ICAO in Wistar

s. Bl o@ Rk dl [ emenbr ance-treat ed

B e e e AR C0254] bax (e &

pro- apoptoti c gene, down-regul ation of this gene after

ischemc brain injury is desirable for preserving

neurlghial?: Beirelegical sOORIE FPHRBats BoaintorierRemiegbrad@-Fogulation A)

signiticant difference beqwEgRer ReTENDTIRTERLT Cat U7 day bofore
GrougSBR)PS and Vehi cl e group i nudkéstar rat Serokedd0236]  SkdRpitation

Sham=3) [00237] As shown hi Fi@. 43, Renenbrance-treafed
Sha?gﬁeqm@eg'e'ﬁer ally decrease tHe BAX expres8ion, it is 0
Vehi '3§'Iié=cfint in 500ng RenmedtifFddte grouplhiar ed t o 1.69+2.32

Brainfo MCAO rat w o treat ) group, £840. 05) and-3f#-38
4 IR 2ot

ol
ee_.gl am BT conpared to v iy $100238J ‘giﬂi :g‘;'

&
Brainoff
Ginkgod
Aspirnd@d@st s that Remenbrance ;33,185 gh dosey &afigsd nterfengs;
Losariéh i i i@popt osi s and t her eby1pronot e t hep ddeiso 1.8942.23
protection after ischemc brain injury.[00239] FAS

[002281E04a it Frds 98 hSme@RREHSI S of immune cells. It is well

ocument t up, regul ati on F isS.ipvolved in )
oosaSCERERR ko 1 RoitPori sl S il s MRl orectomica
scoresrargpared k| other] tyqatyént greyus afterdVCethin §idR fats.dhavi mourblegidalbscdss mdans less damage of
nearch 818 y. [ 00240] As shown in Fig. 44, Renenbrance (both

Infarag/?ﬁﬂgﬁgsespnﬂﬁt;a | onering effect of Fas expression, but

[00224] The area of cerebral infarction was quantified with TTC (2,3,5-triphenyltetrazolium chioride) staining. The
cerebrum was removed and cleared of all overlying membranes, It was sectioned into 8 pieces of 2-mm thick
coronal slices, and then stained with 0.1% TTC solution at 37 deg, C for 30 minutes. Healthy brain tissue would tum
purple on staining while the infarct area due to ischemia left a white unstained area. The infarct size would be
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statistically significant. No significant difference

of FAS expression between Renenbrance-treated groups
war@NBtTL£l e group in Wstar rats. [00241] As BOD@N2G0M001296

Fig. 45, FAS expression was up-regulated in vehicle

group conpared to sham group. Rerrenbrance treated

L e LR

true infaget pigeco ischpmin when conpared to vehi cI e group

Wistafr 6. 05) . [00242] These resul ts show that Renenbrance

FT:am‘(W‘SSY—?' gn E‘lﬁxh geet Toohlcte FfW E§STY §5ﬂh?éRemembrance
B ﬂT E dOBR.BT 250): n=2

taneousl i@n& on rats at
500m}p ﬁ@ﬁim&m@ @Fﬁ&ﬁ%ﬁ%za pro éiinﬁ@ﬂ@ﬁllapeu L.8sartan (W.L): =2

w.aBpsdgmer al for ischemc brainjinjury. [00243] Bcl-xL

facilitates cell survival. Up-regulation of this gene

[oozzs]sAsdms@@é ﬁér&eﬁ.t;mw&&}ea é}bdﬁE &sofaﬂJso&ﬁMéﬁﬁkﬂh-ﬁ?%h leower (outnot
sty sy s A R s Dl o e s

SHR Bafaim group Renmenbrance (both dosages) in Wstar rats

Sham $SHRVR Q=51 NI [T 3§ RemdnfBtaficel NCT e her3 T P 23061 Reh&nbrance
group (2.05 |(srWs+@8): reind 2. 09 (p<0.01) respeSHREF 35)): n=2

500myRénkembiapeear t|aFinkgs GHR.Gs hedned [aAsgirig(SHRIALast f OLabartan (SHR.L): n=2
(SHRBISPOms® conpared with vehicle group (p<0.01), [00245]

As shown in Fig. 47, No significant difference between
[oozzd[jlemmn aIREL3Y, R@ﬁhﬁ%c@ﬁﬁﬁ@&ou@d’t@bo}r{w& ti—af; ﬁﬁllé{émﬁd’dnt@ﬂﬁer infarct
C va was
votum Qﬁé&] t?: 5% ?ﬁ)&% 5;0‘% dng 0% %&3 "r?f eﬁk-'io Velﬂﬁ%jr ance (250ng and
Bram@emhﬁ; Dengity gn ?"ﬁl’l’h?"@'s (but not in SHR) suggesting
[00227) [Tt difReveation oG @ap aiplllﬁﬂeoﬂﬂ tvaluitideof iofphdlogalchangeklsifél dé@bral ischemia
were &&&Q&Qﬁnﬂﬁﬁ% B’ﬁlll Y Efﬁﬂ%ta %Q&@m Bﬁ%’s%?ﬂxprrat%agﬁ Ev%rggsed tgr  the staining,

NN ) ol
[ N ES e’a weéte(b%%s #% 99%5@%’ ‘H‘Ptf%?acm had
signifi¢anfiy high cépdiary n@utrioWitr rgedpk0.0) whéneatizedto VEIBAZ 48] As shown
GeneEﬂyrﬂ.& 48 for Wstar rats, Bcl-xSis significantly

o R A 0D B T e
sequenle@ D8l ¥EOCH eNOSs A AT 1. A3 FhsyBar, Gdpd and BrxBedre uedd in this study.
[00230p AR %Q)t(ﬁ’ 1 a&Ictof ] ﬂ@fologl@aﬁ &l ﬁogs?hgd'ﬁge{dﬁﬂé ()Sls GRURAE £Fh JI-:prtor include

i 6l ol Ry ?l%v?f%%élé’g@%lmésﬁ\%ﬁiﬁemmto?? Savisgeition

of AT?g'chgjggxpggs,%pn‘g@mc@qngh@n@mj aoptositapd there@G B MhceBeriro-pe&ection after ischemic
injury.pr o- apopt oti ¢ gene whi ch pronotes apoptosis.

[002312%% nyE')r g 52&) I(I%g\ Obf cBeCi.reat{RVgr P%@ J&&g@{ff@gyg %ho{n)/;%mgpxgwt fold

decreasy G/l 257conteE FFPBsion i lister o Cleﬂe@JtOWeha?EéMtJé@ ratwia frehteetngranp. (p<0.01)

[00232p Fid =D neur o- protection. No effect was observed in

00233 N&h&éﬂ ift Fig QYeNE gnf@il f ) - Legul, gt i ,

o R IR A DB A0SO e
' neuronal injury. [00251] Bcl-xL/ Bcl-xS ratio [00252]

[00234BBAX Js 2 pesipdpiatic gesofoon-fegulatiBe of thid gerfo aftdr Iséhkrhi€ Brai@ @jjuky is desirable for

preserv&g;,é&o}{@lwny\hereas Bcl -xS is a pro-apoptotic protein,
Bcl - XL coupled with up-regul ati on of

“’"235% oty %‘él Jagg%f%‘écaa%dlﬁéﬁma E%@F%‘?%F’B‘F%?’“%‘ﬁ%@"ﬁ%@é Vehicle group in
Wistarggfst er i scheni ¢ stroke. Therefore, Bcl-xL and Bcl -xS
[00236] SR @=3y 1 i ndicates the brain cells are in

3780 [ ateV\/nlchlse ntia e
[002 ]a ¢ éhO\ﬂHI?lg% g% thlge?]ntbra?cte érFat £roups genct ?% §?§§f thﬂbgg Figspion, it is significant
in 0"% ijme@e?ﬂ SrEONR PP RY Cehiple GACAS 1 missatmend gtobp @Oa)pasin the Skem BT
compared tb vehicke (h<D.05)ant | - apopt oti c state. (BclxL/

[00238] This suggests that Remembrance at high dose can interfers with apoptosis and thereby promote the neuro-

protection after ischemic brain injury.
26~
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Bcl -xS ratio >1) conpared with the vehicle group in
Wstar rats. [00254] As shown in Fig. 5 1, No

wa@e@nittd6ceant di fference bet ween Remenbrance-t r BEL/€N2007/001296
groups and Vehicle group in SHR [00255] ATI receptor:
Lovveri ng ATl expression would result in |less ATI

[002§9ﬁ§ ene tn%ers apoggsﬁ%k“grm@gegﬂgﬁt1%%%%&%%? Ifhgtﬁg éeg.g 0258 lé'ﬁéss involved
in 15"’@%’(‘@% Sopp-gegulaign o FABipay be drgirable fning figating damege from ischemic brain
injupV starrats. | 00257] As shown in Fig. 53, ATI

BR300 B Bl 8 e o) e
statisticalyrsispificn Mo sienifiprat WFren@k Sxpregpn bt B Remenb@rEe Bated groups and
VehidRppmpiarwagessappears to | ovver t he gene expression of

T roI |nh0=tesion
[0024%]r ésvsjlleﬁt{nﬁglﬁg @F %65 g{gfessi%% I erd Inve %lesgrou Ean nare(ﬂo sham group.
RemqgPIgRee Y0 FowE S lcrea PBAS pressie Regjembrence &@mz&s/éamw@canﬂy
decreaseil RAIS @xpesadhptih$ R vetlen @ﬁbdra td v8m¢ld’gt@b Wedos.n vasorel axation
[00243 eﬂ?&'ﬂ@ §{0§ Bt lﬁrner cgﬁf@s‘t\k‘ﬁfﬂl:a?ﬁ g‘ﬁfé%‘k@ Sipfession in s;taqntaneously

avor a

ul onh Q S gene 1s e I n .gener
bypericpson g %&5‘%&?&? m?ycfﬁve AR ﬁh%fme‘éwr%?mg@geﬁlﬁw brain injury.
[00248] BrdxK. Beilitatescielbamyivel Jéprresulaton of tHORBO} defimbls MEvMAT infatydor neuronal cell
prote&én eNOS expression has statistically increased in

0 al e pln Wstar rats.
[‘"’2“?56 gp‘f&% H‘f %’Cﬁfb“ﬂ%f ?ﬂﬁ o @3%% PRSP opREG e damerom.
Remeghiage {betlr ddsagen) mﬂﬁst@datsts@wvrb&an@baet 61 inCre@elcpmpaed BXBHidie sFive 05
(<0.05p40H b.OSAV)Y YesdpRatelyRUIBIREAR R ﬁ&%gélFlgﬁcgﬁ‘Yoid decrease compared with

hicS Jgantly increases the e | evel conpared
veme %’E'Ec e |ﬁn Wstar rats, inplying that NO productlon

l°°24§\la%s sheatp 1 Eig. #7, Np eg%%@ﬁwcem@nﬁm@camm growpe arg tVelodteegroup in
SHR.i nducti on, possibly to regul ate angi ogenesi s.

[0024@%%%@3@6‘?&1%le[ Qt%?&%mﬁgytyf%kres tla?tfd’yg ?%rance ?2%8‘mg ang 500mg) in

tion opt'osi s e
Wistay rpts, OphapHmTHRY Wgwua*g Popt @b ERaY 4 Prefete Bie braip gell swpjienl aqduce apoptosis)
and erRgncegeurp-DIO@MHS] in Weptast i ¢ cel | s were identified by usi ng

100247 WS 154 1Rd- Jﬂ;bﬂ&c %&upr%bﬂ‘huént g \gn% %ﬁ%ﬂa@ﬁ taﬁeﬂvl% 1tPuéy $O6 neuronal

cell r|tnfarct area ACK) of cortex
PR 0si s was det ected in non-infarct area (BLUE) in

[00248] | As slgw@@pjgg 48 f@thwwSBcl-@Dmllﬁsanﬂy inmdatee tn sdkBRmENYd M@ mpared to
the shADSSRP. Vmge is Ro B biLh ROk SUdMg/k lleﬁem;ﬂgt s?ﬂﬁc&@ I}e%@cte ﬁ’lg BclxS

on of apoptosis na
°Xpresg?1n a\y\ﬁw §°sf ga‘%ﬁfﬁ%})‘iﬁ’ﬁ‘?%"ﬁmc‘)olgﬁ%ﬁ‘%? R5"9% cerebral cort ex
(00249 tAs @l\owq_m BN gnitianidifferenog\betearr RememiganGeditthted groups and Vehicle group in
SHR. magni fication) for each treatnent group [ 00265]
Losartan .a r eat nent

[oozscﬁ%mr ro- g(’)ptoél d%&? wtgc’ﬁ pfowotgﬁgo&o%ss S%wn(r e oE Bel-xS under the effect of
rﬁfplaﬁ@bwﬁ‘iﬁ@éﬁ weast thatlayidoss of RREOmiande @@@h@) apbpgogi@and hence
promoie atufpeiotdoRELINS difesdwadfobsBREURt DR ris IFREVSEink B thfup-regulating

oups. SHR [00266]
effectsm &'$utﬂllbgllx% s?} b‘iea}{]ﬂlggce op rgl?nlue by using TUNEL

foozsﬁgﬁrxﬁf%xs%bpt 0Si s ( GREEN) was detected in the
[00252] Bélaxrhasttwaisef@ms: BEIACKiliGd: cdil @friivaCete@RBal-xSGOH tr@apopidiic r@telﬂ ®own-

regulatiR thcp:éﬂ cg“»\'é@%ﬂd\%tr@gg%\tﬁ‘oq gf Hl- )t&coégmlﬂds s@{vrgés%}-éarcgbze%%éég opE 1s after ischemic
s a0 A R R e e e s Pt v

for neugq-mthqager siroke,
[00253] As shown in Fig. 50, Remembrance-treated groups (both dosages) are situated in anti-apoptotic state, (Bcl-

xL/ Bcl=xS ratio >1) compared with the vehicle group in Wistar rats.

[00254] As shown in Fig, 51, No significant difference between Remembrance-treated groups and Vehicle group in
SHR.
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reduction of apoptosis marker (Data not shown.).
[ 00267] Renenbrance, Aspirin, Losartan and G nkgo
WO e@atieasmt groups have reduction in apoptosi s PCGRENN07/001296
Renmenbrance treatnent group (500ng) has | arger
reduction of apopt osi S marker conpared to Aspirin,

00255 R B et o g PR L i on
hyperggpsitp i n (***V\BBT) st roke-i nduced Renenbrance groups
[0025@c A NRHGRR, 53, W 2R0h: aifrh@ieediween ReBdhibiah & ABdtddYrolyR WRI'Vehicle group in
unt of oxidized DNA when conpared to Vehicle group
*p<0. 0001, **p<0.001) [00269) The stroke-induced
[0025Alsm sthm imFigl 51,43 hexprssiogwas upreguiaed inAclednopRemenbranghigsted groups
(both A6 benethlly VA BRNR a@Atrha@reMﬁ@ﬁRgroup Di scussi on:

[002&3619%!%8&3“{? 3%1& Q’Ter tﬁ?_lé Xél%%(g{ ATl I Pﬁ{ In@ ﬁ{l]st srgéageﬁt g 12{5 mqupextensmn

prevept@Bught s, menory, cognitive and other vital
[0025PIa)EIS @éno @suttain @ pioductidn loRBricwtRIn Natic G NO) hidthedbin Ble endothelial cells is
mvolee@ R R0 an heBRf srﬁg cfal"?iﬁ)('dséﬁ\af ﬂoﬁls,ostgsrlse%l??%ﬁa}%gm Bis %Xne is favorable

brain_ce err IS V

in g g lmﬂwg Vel gk bl O VR4S ARLABFOESTIR 1 cel |
[00260)r A&s sB@um s Hig, 94 NG dxlﬁesﬁmdlaﬁstaﬁsﬁ&ﬂi intdbaed inOcldACRGS chﬁ;@’@d to sham group

in Wxgt;l? %seRénémﬁﬁ}% (O&)kn%éﬁfﬁtslgﬁﬁc ri)rB eysgs eﬁéy g}? Pco%n;ﬁed to x{ep]lcle (P<0.01).

ents. i mental reéesu

[0026 nlu’%héﬁe S B e R pango Shes e o Sgrsicalynagense i NS levl compared t
vehiclg fsiligaraaty, wlging that NRomdwrhemancgstblyoatord biRokpiganc2He tantbke
inducRAHIBHI Y ORMk algibedilsit ar rats and significantiy |ower

in the 500ng/ kg/day Renmenbr ance-treated group conpared

to vehicle in SHR, which indicates that Renenbrance

may reduce the area of tissue necrosis and apoptosis
ApopRsiSAsdyat ed Wi th ischem a. Remsrrbr ance-treated groups,

ially at 5 [ ay for, th W and SHR
on2e R, e oo B oot et o gt orecencs
MicrospeRsi c| e suggest i ng Rerrenbr ance |s associated with a
WistabRiti:er neur ol ogl cal outcome after an ischem c event.

1 1|| a

mﬂ%ﬁ%b}h}u\? %ﬂ JVés‘e arer {ngJ e rof Qﬁﬁg &5? g @ﬁgﬁ) 8 i ig the infarct
area %‘Cg‘? # &f&d@fﬂba% PP vile pogRapiogisyes datectedhia nercipfaretgrea (REHEXI @l groups..
Stronggst apaplosétagker ((AKIZER) ivas olsbikdriBieBicle £ap) WhileReMBrAGE-bdbtel\BSup has a

reduct®h §:Q {,@{ogme{ﬂﬁp%g&}lﬁ%r%{ eased in all Wstar rats

#r ea ance including the sham group.
100264 heeplotic waitife L corbrg Gurst afepbpontRe PG HiGar mes (103 engnification) for each

treatmpt gepr ve neur ol ogi cal function and bl ood circulation

[00264] me&ﬁ%raﬁ@cﬁp@ﬂ L@s&-ta'n%&l Kk ueﬁ)ﬁgﬁ]gro@?lgpqutﬁgmkgl %03{35%

trien
rem P 20 o 00 BN ot 2 B DL 008, B0 et
Losartgnaind Ginkga graups-her ef ore hel ps maintain brain cognitive
sHR and nenory functions, One mechani sm by which

L 1 e e T -
area (RLABK) of left yerqb@h@rthyvhﬂﬁ[@@@qus WReideterigl] immniigigh e GLEE)modleroups.
Strong&OABYERN meke (GreRN) @a@ BbséH 8 GiveHiAroup) Wﬁﬁ&ﬁx@:ﬁbr&n@@@mﬁ@g&up fasa
teducugr?&%l tg% xﬁﬁ&r"(ﬁa&% shg'vgl ga her ways in which Remenbrance

neur oprotection by nodul ating
f“"m@ 5%@%%@%%&(’8?8“ PR Ginkgotsatenberopat harpacdpdtian inproptodist (GREEN).
Remembtaess ubatradnigrang {S0@nghias lackerpediiot@xchr Gloptesis ygeker cormelret tatAspi@{) L dartan and
Ginked a8 t e gene expression results, we can classify the
genes into 2 categories: genes that are involved in
apopt osi s and genes that affect vascul ar
re-adj ustnent. [00273] Down regul ati on of AT2, Bax,
Fas, Bcl-Xs is desirable for preventing apoptosis of
neuronal cells. Down regulation in Wstar rats of AT
at Renenbrance dosages of 280 and 500ny/ kg/day and in
Bd- Xs at

-
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250 ng/ kg/ day was significant conpared to the vehicle.
In SHR rats, significant down regul ation of Bax and
wo-a®7apwpar ed to the vehicle was observed at  PCT/CN2007/001296
500ny/ kg/ day. Upregul ati on of Bcl-xl, which
facilitates cell survival, was significant in Wstar
I)NAr ats when conpared to the vehicle at both 250 and
r?"g7 kg/ day. In the apoptosis assays, Renenbrance
al so di spl ayed | ess apoptWistasragsar ker s conpared to the

ShamM(@8) Cl € I N DOERmREnEmEHnodIPS e T 298 Remembrance
measuring DNAWgssme in Wstar rats, both Re rweippsmce

S00mg Bemgbsarkad 5Ggkgoi(Weant | y | es dspilAWdanage ConpatadwLp
(WBTHW) vehicle group. [00274] Faoi genes affecting vascul ar

readj ustment, eNOS results in the production of NO
[00268NACKovAIFi . BS; ITRESAn-RETeMBtiatca fradphrOF W T)C Gakcahidn @B R@embrance groups

(eexviBisSo ?ﬁﬁﬁrzk@ g{ogé’dgggﬁkc%tfygﬁw%gﬁt ?‘fgﬁéi lgB&AﬂetglCc% on%%r{%mcle
8‘°“&<*F*é%‘t°8?913€f LRy

P&Drats significant I y upregul ated this

[00268)cThe steberipduceich spitn dnt Bosaraigrauh €WVL,, WA Qidvwéila higher SASHAEE BPNA damage than
WBTS®GRANI Sns by whi ch Renmenbrance may work to support
Di brain health after an ischem c brain injury include

SUPS8Y easi ng capil lary density, upregul ation of anti-
(002785 The brain ischegrajoeist s certralasrvdBe dystont; it ametolohaamm inipertpni sativitiog 1ike fhoughts,

mem, éb@ﬂ@sﬂtaﬁlic}ﬂﬁr @QB%O@MCﬁﬁwﬁggvas 5 ate gﬂ%s‘?ﬂ %X ce gﬁsactmtws are

ance. (Fornul a

PerforWE m;/ bra.m c8lls,01E eir 8ﬁa?ﬂt&1s %avoﬂeﬁ nétta our %ﬁfy@ﬂ:lonfﬂ-@wg\iehwyn cells are
sensitiyg Gells W@)SUFOFW@S toi damaage wheh thert is paet mﬂ@oﬂﬂﬁlﬂw@ ogyfgen and nutrients.

[0027RETNe BpSrARAA rdsidts H6W 1 infhftk oGime RedEeso M&Yaté sl a&@;{rﬁ%@ in

100 G LM L I A
Reme ffﬁ?j@‘iﬂe‘bg gD cprapgepdrtp ehiplgdn SUBy which indigates thatiemembransdanay eedce the area
of tissudascross @l abdprosit BsobiktetDvith Rehei. mﬁh&ﬁ&%&@r@r 5, Jsﬁ@aﬂy at 500mg/kg/day

for bot‘ﬁWﬁngrﬁl S%‘M&selxd ox@er %eurmﬁﬁlga(l sdco S nchP}gaFe to%l\ #%lxcéﬁ;% es&vgj}e&g&brance is
asocfi gt p P BB alteprcischegtiorpyast bersionnitn Rb@w@alm (10Prag/kg/day)
had a glatively ereallerhuE@NE déad riks. whi&tpaRll @ gRikbo) aﬁbﬂrbﬁsafﬁz;ﬁthc JoRR! vehicle group

after MO Sltﬂ@ﬁlﬁ éaﬁﬂl&rf’deﬁnén? gas%@c?m@lf gaqul]ncpelas% lfngﬁ Wlslar £ 1ats gea}e%

Remes\Pac ﬂgl sition

faom “rf&“d‘(%‘g TPEP OT P FSTe POt f“ggeﬁgefd}s@emwgﬁwbeﬂer pEspezig e@rologwal
fnctiopapdrhlaath eircelpioe i thoflacs eamischentic svet amged (diskilizd\d adphit alsfRGdod|
cxrculaﬁ@rﬂﬂ blSd d%cﬂ{&mhﬁs% the b it ﬂx@ccﬁ'x@xﬁlgméaltﬂ BHJ@EOJ cEl?1 a’JP% '{hgréf{il\rlg fr?nelﬂ)s

a t o neasure how nuch tine .
""i"ﬁ’};‘é'%%?‘“f%‘i? mgfpory fgetiofsQup myshagism g which Pﬁ@@%‘ﬁ&%@ﬁk to improve
ﬂeurdﬂﬁlcaltommmm fawninnddhemibwonticuingeaal dygitarytdagitpr obe tri al

[00272] @uﬁ@@ms&bﬁl@l stfofeecofl@fé:?&exﬁéa?anﬁl Q&ﬁ'ﬂél Bx@geggs I%E gsﬂ(e:agdrtlhrof nerye cells.
uri

Other 9%9 n w%l,cﬂa emem raergge IPa ork (ﬁqto prgVﬁJé nglﬁo( qr%gﬂmdéﬁ P‘U%ng expression to
minimige thexfagipeg HWHIFV‘@F@T"&! calls ae deptived efoxygenanduitrients. Gomghe gone expression
resultsf veeobrl dlegsifpihel genesiided cagoplés e thitRie i96led inl1PEYedPInd EAGat @%ct

:M } group consists of 10 rats (See Table 20 d-b)
vascul eeﬁﬁlﬂ;ﬁ&

reat ment grou s and dr u% dosages.) Each treat nent

l‘"’z% Pewpw@éa‘l%'r%t\?ze%a s, Bl < is deniaable fod exsyepfivg eroptosisrofpurosat whis, Down
regulatida jn Wistdrdats oDAT 0 Remeinbaiivel dofagfioB 150 @Ad 300Gy 1@hiaytaktEin BAXE ad N

250. m%l@ﬁa 51111’[59:& ?on{BQrQCHE ﬁ\e veBUlE 'Ix[gﬂl%tg Elg@lc{i}{t (r1] nge%Matﬂ}] t%gx and Fas

compah 1 il ot b R LB ok Y e s, vs
signifiggityreWisti2@swion comparéd todie tehice & bdthnzso gred00plght/fapr MntlicApap0sieassays,
Remenfbfitide aMd'kﬁsﬁLlaﬁh a6:Qfoptolls hbiRssBG S @ 0d QJiqcﬁé in lJotfh IJQJWPSQ[ $oth dosages.

w4380 0y i e LS00 S LR

comparedHp L wghisls group- Remsnbrance = For mul at| on A) [ 00280] On
days 15 - 19 the spatial acquisition test is carried
out at the sane tine each d&y. Sixty mnutes prior to
the test, each rat is given their assigned drug
according to their treatnment group and 30 m nutes
pr| or they are g| ven IrTg/ kg of scopol am ne to |nduce
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pl atform when starting froma random point wthin the
maze. Escape | atency, distance swam and speed of swim
wae@7newes ded during each trial. Table 21: Tr eap@EON27/001296
experinmental groups on testing group (Braintone =
Rerrenbrance = Formul ation A) [00281] On day 20, after

ts are _given their assi ug according to thejr
wozw Eyg reoaspreadpery %{DﬁfﬁS@w F'gmvé‘&m Bﬁ?vh'@* Hhipgease
vasodilatgkioh. Uipreguiatitieot thisi gexle isifayordtidafer paddensediy funa@ibsand premging @igiogenesis. At
500@%@%@%&%&&&& Wwitg rd?gas?gﬁﬁcaﬂ_d [][Fre%gﬁﬁlﬁus @&Q ﬂ‘ﬁﬁzﬂpﬁﬁelucle

[OOZ?SW str nt&c}ug%%??yrw?hréq% R;rge?ngxa% % rk t? WBAOF( a?gl hﬁ?ﬂéafter an ischemic brain
injuryjinduep increasingicapiliegy dnsity, nwegnlption efahti- - apsblelét génos sufhas Békaangdowd yegulation

of préBEbTE delled suehNA AT BRI Ens 1 dBAKEXPr €ssi on, and anti oxi dant
assays. Mol ecular analysis also includes

i mrunohi stol ogy testing and tunnel staining nethods.
EXAMPLEB; Effectgh Bemembranee(Firmplation A) maemory: 00@8E Stdy shown i n
Objebtivgs: 56, Renenbrance-treated group (500ng/ kg/day) had

[002’*6? %he SWS tﬁ%&gﬁ?tﬁ%ﬁn@gﬁﬁaﬁﬁﬁma&emﬁ: olam e-mglf de memory loss
Spm@‘?’DaWéat laﬁs@vqr%weh@wd@&ké&g@dg@wrmaﬂw@u@ @hgpgcg@qonuol groups.
Methgudlgy:al acqui sition test, Al groups exhibited a

[0027'7?%5%0% Vﬁfe ﬁ&% Tas{c {QQ %?s%e&%%&m%p& I O n Zﬁgep éue%awley rats

We‘g‘t“igﬁt%"“b?é%?‘és WW&%@@ Bte ppobidiameget? we&rsg@wdeg ipcfour mesa‘yth a platform
submgxgedibengatli thkenifacé3e ras foln) Q& jlacddaiahaad)the fats tRElY GaHld (exmky platform in

the sdamfcqmoagéa SrebEtie Sien' séb},aanﬁﬂé%méaée%mm;& Wﬂ{ %Ekslse%{i&ég distance

? nc eaS% atl ve stress al n cel

Sww\/@ﬂ‘?lsé’?? &éﬁ‘&aéﬁ T Fdé{'iﬁ‘@é‘? R agiiiopkitdant gene

[00278k f seowd P@WSnaémd opday 6 wasiugkd otmeasne Yaverticls tirgeashdhrat tvia@Sin cach zone of the
water(p&% &[Epth@subr@?ge@ 1886 is feRdved. I noutatter uk 91‘3\%%?& is ’cAmepf% Q&Qraeepare

Abpas :
decohlopdife R RO AERE G o ST B Ml ety s and
antio¥idap) aeseya riyilesulonapafysis alodncbiidds fnevueehiselogs testiigmud tudnel4tainind ARBY,
[0027ReRMRH N HBAER Gk cAOAEST 80 Y (&b@aﬁ@ﬂ%&@kﬁu&&@m SRR bAg dosages,)

Each %%“‘%%F%g érghc??,‘% Vfltﬂ thmgges%@?d %ﬁf} h S day gg? @ﬂ %mp?nﬂ 7 pxieﬁnmng of the rats
in the mgfer e PEGHSr BvFiG i s b#d tysach s@ﬁhas e triifigg rewipns@8AY with 30 minutes
rest incbetiveest ledcly swhrfi whedbin thﬁm gRieP0GA BPISthSsibhek rég@plﬁﬁfn{ itﬁ Yone Bl dvhen placed
nce-trea
in the Lnrg%ﬁaglgo]m ﬁ%ﬂ?ﬁ% Qra 2 #)le to. (gthe ?a m aﬂer lﬁ é? eyaaée( Wﬂtgltthf ﬂatform.
t he h| ppoca us ;n =3, & O 01 conpared to vehicle
group. 1@ Q“H TEtment rg?fP'fer&ﬁe@r e Famalgign A)i ngko

or Groupgz hi aI one. TidAmbANBQgE [0029]ﬂos SHOWN | TNufb&-of rats

61, Shmanenbr ance-treated group] showed significantly 10

| pé/ehlqllg]rmnpd haseQIS!iﬂpdm extracts from bl ood_conpaited
Braiptgpe | gy raci| 10

9 10

Lin 500mg/kg/day 10

[00280} On days 15 ~ 19 the spatial acquisition test is carried out at the same time each day. Sixty minutes prior to
the test, each rat is given their assigned drug according to their treatment group and 30 minutes prior they are given
1mg/ kg of scopolamine to induce memory impairment. (See Table 21 d-b) During each daily spatial acquisition
test, each rat is given four consecutive trials of 120 sec, with 30 minutes rest in between to find the submerged
platform when starting from a random point within the maze, Escape latency, distance swam and speed of swim are
recorded during each trial,
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p<0.01), 2-OH adeni ne (n=7, p<0.05) and 8- OH guani ne

(n=7, p<0.05). Renenbrance was also able to
wae@nitt4ecant | y reduce extensive range of danmagkdr/DN2007/001296

conpared with vehicle group (n=7, p<0.01).[00292] As

shown in Fig. 62, Renenbrance had significant

reduction of total brai ssue DNA danage (conpared

with vehi cl E2blA dxsatm h‘?r’lf’fpﬁn Q4 groung pn %s-t'E}-g"ﬁ‘ﬂ’am | and

5- Fornyl ur aC|I(l(mnﬂqeﬂk@ctﬁlﬁ")nceﬂ‘smumﬁdnm) [00293] The

DT 3G buh St Te TTEY OT Gyfahd pridh to Wsihg! &1 e YOUSy ¥ Sl lo tlsling

CONBhg S nmany[important acti vilies tjike Tougnts,

MEMVEhigle COQNI [ 1 Ve, | gadukdngteadl 11 1y [and Ot {EgiWohdtmine

BrapipysRepleigancal | asionykd BréistonsBamembancBedr T T at engMaGoopolamine

Jieo M@_n@ga_}l__&@bﬂasxm@rf r m al | 1msgiigissopdidneg,
t hdii#eeal t h | s SPemakeiWi | nt ai nlmegkgeespolamine

body's functions. However, blaln cells are sensitive
[0028¢)c0il day ZMatiesias e gich hhlﬁ%il@lﬁdiﬁlﬁﬁ@:@fdﬂlb@ fheik {Bﬁﬁrﬁntlgﬁyulptﬁé}ﬂatfom is

removed fr&%@xﬁlﬁzg’&dgﬁq g(%e)ﬁ?]apig dSRE YRy A % @\%t Oﬁec k%ﬁ'en[ ia ¢ 5?]1821: Time spent

The resuylts ratstrea
and distanse) g AdEeRF A Fordsd. days had similar performance on
[00282]HEwohanireaften thezpfobd téA ks coyiaiathedts hrodeCiplhfid atileikhd fre bolected ®r further

study §1Qa§1ﬁ-ln§bNﬁ ﬁagﬁéké kehé &ﬂesgl ‘Imd %gmd%ht a&ﬁjs hYo1eR S Eu%{ysm also mclades

1mmu9§1t f mnce lg test wt regar
rolPpT st tB‘W%lStP‘B‘ﬂgm“é‘t?ﬁspar ed with other treat rrent
Resulisy oups suggesti ng possi bl e enhanced | earning ability
spat,ngs@hsttiomgesfromtreat ment with Renmenbrance. This

ulp esu ts found in EXAMPLE 1 that
L s S E R A o T P A R—_—
°°mpaaﬁéf>%‘l°@erdfe%m¢nw¢uatqn@ny%onpar ed to ginkgo al one. One

[0028<t] hﬂe@ltoym fnig. HeTHe @dcapp Richp EARNGFV G the s B s m;%aﬁaﬁ aﬂﬁﬁ@onﬁe@ﬁkﬂ groups

exhibi e fé ot her groups nmay be attrib
1 %rancg s ability to pronote bl ood C|rcul ation and

[00285d eﬁef‘ﬁﬁéwsw FATD vas jted asap infetyel stondaril andistandartigkdeveryatine before BCR was
doneﬁrh@;htafgatgmua@b) heal th of neuron cells, thereby

Anti-o%@ ing brain cognitive and nmenory functions.
I %‘gggli 5]I n this study thew% ne expressi on and
y

[00280[4 A9 Pltipesindyeed mgmqry logs ]Spr age Payskdy agar{vehicln zrgupkoteniizdly bevasmdnorease of
oxidati@Srpss BBrina el WA eidlPreioss s bitighadafiGere BxplebMon{ n® RAGAIR rymatic

activitidd) x&&[et%asé E}Sf‘@é})k&fb n reported that scopol am ne
ntially 1ncreases OX|dat|ve stress in the cells by
oozsTy By

Vg Flghsé ReREhcegoatmeit srenei( ARma/kela) hadihs strongostivaialase gene
expresgiqnai the mﬂecmama walniold ditfaenchie@laput1a, | Ncr ease t he gene

[00288¢ R&ﬁeﬁx‘éﬁﬁc@ Ban@Ener@iftub R6ASRL cafRE g?@ é%,sgn inl o"ilfhg SCO o?rnm)e

enzyrratl c activities signi
mcmo%?%‘ Ewrhe 01) in the hi ppocanpus conpared to the
GST vehicle. An increase of antioxidant er-zymatic
(00289P&E dhidd iY FIEBY, R EHbRRA-1 0004 E RREE XN i
andthe |Igen| ficantly |ess daglra?gﬂggy@n !]‘h Efﬂhxg&gn%gthmemppocampus
erébral cortex conpared with the vehicle group ( See
D sectl on on DNA damage). Wth | ess DNA damage in the

[00290F & sthe»lm in Fif &0,&hd Ifem?gﬁfﬁ.l:aétae%tgﬁgouﬁ\&g.@ﬂeﬁ Sibrfic X\«gq& ﬁr#gl% gov%{éuvny in the
i e a1 SRS T T M 0 A

alone. oup had a si gni f| cantly hi gher c-Fos expression
DNA Dapaf®. 05) than the vehicle group |n the hi ppocarrpus as

[002911"@4 sjhovaisin ﬂ f6f % m%%%ceﬂgageﬁ %r%u slxqsveé; sightl 1536 oyﬁ?ss ? eg 5§§sgnhﬂ)l§A

°"“a°‘sr¥{$rrﬁ‘8l'° oot °88‘P€§?§|“1 tbfaie'r*%ww pati H grepinst.pe@9f), 8-OH adenine (n=7,
p<0.01) 3-8H §¢chipqft Topr0.61) apsiSeRbeguagnei(r, @k @) Rerbn®iafka i alko able to significantly
reduce §XteAsvle radpelof damBSfYRA BornParc At SLIRRY, L ffects of

Remenbr ance ( For nmul a??)l on A) @%g%ﬂtﬁ ¢ ik%at%s [ 00297]

Four different doses of Renenbrance (i.e. saline -

Ony/ kg/ day, | OOrg/ kg/ day, -260ng/ kg/ day and

500ny/ kg/ day) were adm nistered in Wstar rats (n=8

each group) once daily for 7 days before the induction

of nyocardi al |nf ar ct| on (M) M was |nduced by

e
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[ 00298] Sane admi ni stration continued for another 7
days after the induction of M. Mrtality rate and

WO ndoraete76i ze in each group was conpared. [ 002BCT/CA2007/001296
shown in Figures 63 and 64, Renmenbrance adm ni stration
before and after the M induction can |ower the death

[0029&?1\&11%% Fipfsd ﬁ{%enﬁ)kaﬁc% h&ll%x\éﬁhcgﬁ E@&Eou%?ﬁﬁ?{mﬂ‘tﬂsu% B Afnage (compared

wit 3RS et Bl B AT G 89501 ¢ | on.

Discuswpr i si ng: at | east 2 herbal ingredients sel ected

[oozstsr m;am@s (TP et QP St eI Ehs @Eterﬁm&iu&k ey 0 t dctiVeSfke thoughts,

aé Panax ,FOt ogi nsen& z?n us uanxi ong
mem‘ﬁy °°?Fi‘8 % i &isheh fHETIHAEE ﬁpc“?‘%?ﬁ Since
brain e@mrfpmeg activioivirhentth SVErGpetant Inedisting e biisth fanctions, However, brain
cells dr\@HsRid Ritafid s‘é@hﬁ@lﬁ @qantaﬁélmeﬁ th@e i Mcnﬁaqs}ﬁs'uﬁﬁyﬁn@ gxygefn and nutnents

[0029%61‘ L!lt@ sh[ng etaratstr te(}( vgl‘gR m%ancb @rn%% {] 0%112%151?32 gz{(]ig{nw“arfeﬁonnance

I cum chuanxXi ong
@%Zﬁ taflwem@@ﬁﬁdﬁlﬁrtgwmﬁ Hﬁhﬁfmcna@wmao@@h@d flightly better performance on

the prEﬂ'&tmltl voth Segdr@SEPecq brfdGitn} in 263k FoGOmIdkel Ql@ﬁou(el' t@Anknt gloihB Sk gesting possible
egﬂlng ?o?l?}gris(lﬁ%éc)m treﬁlgglt \k’ith r%érﬁb?aﬂcren E‘hlsus%?ri))érts\%ﬂe%s%lts fou{chg

| oNn O
éﬁ*f Jﬁeéiemwcwwr@wr@w newselegisalifinctiop andblos g darioq cpmpared to

gmkgb) e (Dnd thedrier Hetbk peforiic@di theQifated e 160 BaXPared th Gtfer gr'éups Hﬂﬁbe attributed
Rexﬁé?rmgc%'k Edﬂf?ﬂg grfomgt!a ﬁ% gh?culg{_y(‘!g %g}?%ll\}? vv; (E %uuq ?oetﬂe bram a1 or?eé?) ensure the
C

to
IS a

°°n“‘\';}g']q‘§3ﬁ{‘ of ipurgnycells. thershyyagintainig brag coepifige “B‘b‘ﬁ?i@ﬂ fl“}"Eﬂ‘TS of claim

[00293] In (hiseindyi the deheexprossicend aatradnactiyfty dParmiavdateiHGésIRAG, GST, GPx and

SOD ﬁé?aﬂ\tcst@atm%‘m Iproc-Emﬁus %WQ)? 'Itthbs%&n %ﬁor&‘a& s Rogotamid gg&'&ﬂly increases

uanxi ong, I.s

omdat%/e gﬁss(% ceﬁs[ggtgeg%glsﬁ Igrgf) %éqn@zﬁvﬁs ip fhe Pl‘ﬁlé. Remembrance can help to
increage hprgens icxpregiipn oBantiokident gy ¢eg. Citabase &BOD) agd tha chzymusivactivities of GST and

mgmﬂfazﬁi@y Wlim @B hipRcafps h:@(?tg HOVenLE. ﬁ)ﬁ{c 26 bSnkidant atic
a at about

0|Iob

s B s P P U s P i and el o
compayed gU%ﬂ‘F lirte epupd fseisestion on DNA omage). Vi Wss PNA drasgedh havottdghere is

likely tes3tagvlptoshitap is a0 fmpbi@t fMeORLD bl@t@sthIQand EB‘EO nFHAROS ition of

[0029(2 i?ﬁlrhgaéltgﬂgr ﬁﬂ\%ﬁgﬁﬁﬂgmtc{@atgdgé%gﬁa(l% stgrpjcang{/ fgnz {?‘tés é}%}%s{g&p«g{(& bthan the
vehiclg groug E(hvpé%%e“s agwelh s @ trend ptioefea i rahin Frpressign. fkiimgliea that Remembrance

may bririgohett idd@ifed MEmbryl dogpbifihtiofs byt bytepdohy Gl FahbbrABYRLE prddbins involved in
synaptRBRYLiy2% W w based on the total weight of the
conmposition. 10. The conposition of claim1l, wherein
the conposition is a conbination of extracts of
EXAMBHEDE Chaliopoeeive 6o bf)Remtmiz R FofaBidiod )k b Rho ba

(00297% PR Y ErerRlios@ B mer ¥R fbe (CARRRS - ARSI m,;ﬁgt &égg&ﬁgag,@%;ggﬁd

cum chilanxi gn hizo
soom st St stwsém? 5 R T8 o e mtion of
myocargia} ipferation Gvil). pviores inilyeggl bip bavomlent ligatin ot desending corvaryaady of
(LDA)aSuwmntgamﬁ SHTIDAI vk {;haﬁea %Qm%y%ﬁe%ﬁahgé% &oldEorQ ?EB%@JJ& DBl size

(Infarc&on can e]f ung m?ip RR W@r Bl 3’93 sizg Qf memgcrt ?'rg?lif:]%}jule}fd by Is?i‘i’“tﬁ“igf software

(CA, Uﬁhbrel n the conposition is adm nistered to a human at

[()0298ijl Sagtgsé%la\ﬁ’ngtfa %%hhnlgeigpa%%le)eny (lial;f%ﬁ?r e’ mducta {v& %ﬂor?gtbrate and infract size

meachu m‘?( d are%bout 7-40 rTg/ kg/ day Or about 8- 25
[00299h'§¢ %g#ldaljlng&E anflld6 Renpinbiatte afmirddrationbelods and\dTeRr thd MI ihdi@ion can lower
the deahQARPAS infatcPilze 'de%l nfhtlodfn ﬁﬂg&dﬁ&&&%ﬁwe oﬁp) W{Jﬁg%&fgﬁﬁs

Cardmpgoqe%% o,rff about 1 -100 g/ Kg, 20-60 ng
l%g ornce or twi ce a day.
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14. The nmethod of claim 11, wherein the conposition is

orally adm nistered to a human at a dose of about
wdaezateny/ kg, 20-100 ny/ kg, or 40-80 ng/ kg ONPET/ON2007/001296

twice a day. 15. A nethod for pronoting brain health

in a manmal , conprising: admnistering to a mammal in

need of pronotion of brai th the conposition of

claiml. 16. The nmethod of clalm 15, wherein the

cohposi‘t PBPPsitien, sRTisAEH léﬁs‘éd‘e‘?% ingredignipasieciad from e gsisting of

Rhodials ousda, GinkgGR0baTPahdcabtinseng,alitiligustitiin Gfxiony kg/ day, about

20y 300 éoklgérsﬁa of cl ?p\g L&gheég fh% EO%PEEWOK &Tgﬁ%}é% Eliﬁl of, zﬁ Qe]@st 3 herbal

[ k /
ingrecy pfiia o e s ponpies o o0 Rz ilghas sy wogisn,
Ligusticdmricimarstoeg.ed t o a hunman at a dose of about 10_ 100
gy kg, 'Iggcoﬁgosﬂgx{ & Qamq rwhgxgintrhgc bstt &HISL%esoarclgﬁlmaﬁ(ﬁn Rlodiola rosea

net hod a rein e

oo b 8 b PP RP e B WAL Bl PSRt

ddse ofThegsmppsitiarof dlgig lnﬁiﬁlklg the copcentBfionofjRHodiola wsea RbBOS-95% w/iw
basedmgﬁmgmm@ao%e &ﬁﬁb&ﬁo}a day 19. A nethod for restoring

or i Mpryi N ,
P B TRl BATEL SRTREL G4 e g o

basedP'h‘b“rWéW’éﬁtOf GOWWW the conposition of claim1. 20.
A eet hatk dofposiRérEo Elitin i1 Fherdifi the i ftkalich of PYBaxmbtd stz is about 5-50%.

delvel omlJ]chl 1n£nao¥ Haarq lﬁv%grg‘ {t{é concerlm C{nl ggjgtrxcmg{:humxg)&g 16:?bcn9 1-50 %

W/Wb’&f*é‘\f’élﬂl?iﬂt%ﬁe‘ﬂ‘t?ﬁﬂ}ilcﬁnpdﬁl@&rder the con‘posn tion of claim
1.8 21. Tﬂ'd’remMIIhmdclajﬁlloﬁhabnmhe&mpMQflea QdmbiRRiolD§F@ttsActs of Rhodiola

rosea éﬂ bR 1561899, iRk o bR W abouSto 3 6”% %%Qéja?_ﬁoglﬂ %ﬁ . %'gusticum

vascul ar dIS
Chuamg?nél"“ﬁﬁ“?? Fg/\M‘Vg’ X °“tt'i‘i’é°“’r’18ﬂ$b6€fé‘§jé?’f'é’la%‘t°f‘ve di sease is
sél ect &t chmuysitiqnivéclagn d wberemtheiompdsitich 104 cotnbifdtibmdd txMactSof Rhodiola

rosea (Elio§ 8608 75R) @ah%b tikba Cfbaxgﬂ a§§5§\§ @0 %, Bk tﬂwv\tﬁs(eﬁggpﬁ&ﬁ hd‘yagn%&?éustmum

cman B BT ot e s P e PO R Bioup
cohsi s ﬂeﬁgnmlﬂwf%w b gt thsdompositi grigpesmnbinagior v extrbicts of Rhodiola
rosea (foat) At o, 5093 Y Fifikeb Bildbd (RVe) aCBEES DY ?a?n@#ﬂoﬁémsﬂdg%%@l@ $0%; and Ligusticum
i novascul ar _dj. sease
choa 5 RIS 3 P BEES e (VR B Bborisic oo
dits eas® meled forpromging biggdzir Cuml@elatb@od)'pé # nprhreal, &dmpyisises admdnistering
the contfiositiva SB:laird NG a kA RRklos prcﬁxcah&lrarﬁood h&ﬁﬁ&ﬁmu’{e‘to The

n?} h 0 dITQfmeﬁ‘l!afablf MQH WYI\QG% tﬁet compoalgcgl és a mns%r&%lf?) . illlmae 6@ dose of about 1-

m ni stere
500 m%’/dﬁyg?ba‘aw S0l ey OO e P out S I EABIAGODo 7-40 mykei,
or aboutr B2 dagg Ay, about 50- 200 ng/ kg/ day, about 7-40

rma/ kg/ 'ﬂ@)heth&lr of ahRauyi, wﬁergrﬁhm&g i Woran g§dallrzl—sbe?ed Egeath\t}lga% 9 a dgsc of

m20 e conposition Is
about lﬁ “ﬁgfkﬁtzo %"ro’f"sgﬁ%&"“ GL 502 %/ kg, 20- 60 ng/ kg, or
30t 50 %F‘R@Od@ﬁd@ﬂ &, whepdinglee camubsition idEally Adaenistorst Rhu@dn at a dose of

about 10&@!;1{@/1@@0 M‘kﬁé/@l &46 Etﬁn@@mgggt&lbeqraa); s adnministered to a

or 4 0- %Betﬁ‘o ?‘kr rox(slﬁ g\bOkl ! lO agmagg)mp g2a0 é.ggnn o/ akngammalm
need of PrgFpiion &1 fﬁ@“ he@iﬂlé@ﬁmt’nﬁm efwlamfl claim1. 28. The kit of

cleai mThd methddrot i 15 QRS c%oélﬁb%‘isr a%hbt&&i 104 h\mQxWatB @osm W)out 1-
600 mgh(Q/dé}Sa%outt WSOB kn%r/g;&%& aQou%gBd m ! az'\bg t %48 mggglﬁay ag t7- % mg/kg/day

ent | ng
°’ab°“ﬁ r"l?ﬂ‘é@‘@’neratlve d| sease or a vascul ar di sease. 29.

THe KiThe méthadlobdlaim P57 whefebiltiiclh@iipo@iidi lotatly daghinisfReell fold Girhad B aQbse of
about mm(yn{gmg,h@\% ltngkéJ@,Qo S88pnlgiohee biQhic] @Ot Ng cardi ovascul ar

%al t treQ? “1 ? %r eventing cardi ovascul ar di sease,
coron DY 8 WAeEeln the gompasition is Ofally admnistered {9 4 human at a dose of

about 10-200 mg/kg, 20-100 mg/kg, or 40-80 mg/kg once or twice a day.

-33-
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at herosclerosis. 30. A nethod for restoring or

i mproving blood circulation throughout the body,
w@ompnesirfng: admi ni stering the conposition of BPCECN2M7/001296

to a mammual in need of restoration or inprovenent of

ci rculation throughout the body. 31. A nethod for

t duci ng the risk of devel oping
\é |e gv%@%bﬂ% & Eegtr’é% arégpm% SIS F‘ﬁé“““&ﬂifﬁ"ﬂ?@f‘% pooRgstqripgto a
mammfé mpierdiof testmation or irhpedvemedt of en@ryrigevoragosiiian ofwabol 1.of  such
praventi ﬂ&hda Kor %Eveﬁﬁn? bz rQitlcu%%é ey Bcggopﬁl\%ﬁ gﬂaﬂﬁi@ﬁ&\eﬁ l:&?l{pnsmg

di sease. clai m erein ion of
a“““'&%%%%f‘{“?‘?}ﬁa‘ 1“§’%Aaﬁw‘i'hpr§¥e@i°éaratlaskaf SFiSipiPE Mg e gpmposition
caimgpout 1- 600 ng/ kg/ day, about 10-500 ny/ kg/ day, about

2021300 198 MK B BN im ﬂb@h&mm@@'b%&%s&ggr i& %l@ﬁ% ’strdip Q HJuroZ ge‘]“lgratwe

r about 8-25 ng/kg/day. 33. The metho
mseag%g%scg%ydlsm}}% Fein the conposition is oral 'y

ad¥ ni Shemetipdiofrlaim B esrrinle nepradepsreraife digtseis Selt@ed HOO the group
consumigg df Puntidgonl Qissk/ )ﬂﬂxemﬁll's dﬁ@seaﬁd ﬁE/otlf(th@ﬁ@ﬁl s@lErosisW' ce a

34I'hﬁ Igﬁqd Qﬁﬁnrk?,l hgrem e vascm 3d.]1'sbrdg is s%ec eg] ﬁ&rﬁ)‘gﬁgr% ccgmstmg of

COITpOSItIOﬂIS ora mnlrstere
men?ﬁﬁ@@lwnga%warﬂf@m@dwwwg cardiqyasquiy digpased cprebrgyasoylps d@ase,
renovasede giseasaaeseterid vadoalf dReaSbiilmority vasthl® di¥®b QMG hscitdr @isdlicDeripheral

[ scul ar di sease i s nyocardi al
vascu%ﬁ%?%%ﬁgh&phgﬁw %lghlgree\gt%hod of claim 31, wherein the
c

i ox?'é%'&?ﬂ"s L im0 gwhsrein she gpumpesitiopis afrepigsgddo afyuman at a dose of about -
600 mgfkiiéay.obawt Wr30&mgke/day, about 20-300 mg/kg/day, about 50-200 mg/kg/day, about 7-40 mg/kg/day,

or about 8-25 mg/kg/day.

25, The method of claim 20, wherein the composition is administered to 2 human at a dose of about
10-100 mg/kg, 20-60 mg/kg, or 30-50 mg/kg once or twice a day.

26. The method of claim 20, wherein the composition is administered to 2 human at a dose of about
10-200 mg/kg, 20-100 mg/kg, or 40-80 mg/kg once or twice a day.

27. A kit, comprising: a composition of claim 1,

28, The kit of claim 27, further comprising instruction of how to how to use the kit for promoting

brain health, treating or preventing memory loss, ischemic stroke, a neurodegenerative disease or a vascular disease.

29, The kit of claim 27, further comprising instruction of how to how to use the kit for promoting
cardiovascular health, treating or preventing cardiovascular disease, coronary artery disease, arteriosclerosis, and
atherosclerosis.

30. A method for restoring or improving blood circulation throughout the body, comiprising:
administering the composition of claim 1 to a mammal in need of restoration or improvement of circulation
throughout the body.

31. A method for preventing or reducing the risk of developing cardiovascular disease, comprising:
administering the composition of claim 1 to a mammal in need of such prevention or at risk of developing
cardiovascular digease,

32. The method of claim 31, wherein the composition is administered to a human at a dose of about 1-
600 mg/kg/day, about 10-500 mg/kg/day, about 20-300 mg/kg/day, about 50-200 mg/kg/day, about 7-40 mg/kg/day,
or about 8-25 mg/kg/day.

33. The method of claim 31, wherein the composition is orally administered to a human at a dose of
about 10-100 mg/kg, 20-60 mg/kg, or 30-50 mg/kg once or twice a day.

34, The method of claim 31, wherein the composition is orally administered to a human at a dose of
about 10-200 mg/kg, 20-100 mg/kg, or 40-80 mg/kg once or twice a day.

35, The method of claim 31, wherein the cardiovascular disease is myocardial infarction,

36. The method of claim 31, wherein the cardiovascular disease is arteriosclerosis or atherosclerosis,

34-



